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Introduction 
B,, This study (Investigation #* 1) was undertaken as an attempt to obtain answers 
nol- to some of the following questions: 
gh; 1. How much truth, if any, is there in the popular belief that some people look 
ha older! than their true age, whereas others are said to look younger than their 
and years? 
ct §. 2. How accurately can real age be guessed from a person’s external appear- 
Co., ances? 

3. Will 2 observers differ widely as to their estimates of a given subject’s age? 
ring 4. To what degree, if at all, will 2 observers working independently be found 
tor. to agree as to which members of an observed group of people look older’ or 
Six- younger than their true years? 

5. Also, if the independent observers agree as to the “direction” in which 
erly people appear younger or older than true age in a number of cases, how closely 
lini do they agree quantitatively, using years of age as units? 
ory, The questions are important because if it were to be found that some persons 
ands are characterised by appearances which reliably lead observers to designate them 
ress, as “truly”? old or young for their years, the way would be open to investigate 

or assess the influence of a host of genetic and environmental factors which might 
and conceivably affect the rates of ageing of individuals (as will be explained later). 


Method and material 


Two hundred and fifty-nine people, unselected, but mainly manual workers, 
attended a mass X-ray unit at a light industrial firm in London. There were 188 
males and 71 females. Their ages ranged from 15 to 70 years. An interrogator, 

* Medical Director. 


' A person can be said to look older than his age when his apparent (7.e., guessed) age is 
greater than his true or temporal age (7.e., his age in years from his birth). 
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“A,” recorded each person’s age and date of birth. At a distance from “A” at 
which it was impossible to hear the answers to his questions about age, were 2 
observers, “JS” and “WM,” who were also well separated from one another, and 
who worked entirely independently. “JS” and “WM” had had much experience 
in seeing people of known age. These 2 observers did not interrogate the ex- 
aminees, but were required to guess and record their estimations of the age, 
from the examinee’s appearance, of each of the 259 persons as they passed before 
them. Both “JS” and “WM” could have no knowledge of the other’s written 
estimates of the workers’ ages. 


Results 


In Table 1 is a comparison of the reliability of the 2 workers’ (““JS” and “WM”) 
estimations of age; their estimations were fairly consistent. Once in 20 times they 
could both be 8-10 years out in an individual case, but whereas “JS” was un- 
biassed and in the long run averaged close to zero error, ““‘WM”’ tended in the 
long run to “age” the examinee by a year. “JS” and ‘“‘WM” tended in the long 
run to agree as to whether the person was old or young looking for his age, but 
not closely with regard to quantity—the standard error of their disagreement 
being 3.4 for men and 3.7 for women. 

It may be concluded that the age of the groups was estimated with some ac- 
curacy from the appearances of the people composing them. 

The finding that the observers usually agreed on which people looked older 
and which younger than their ages suggests that some subjects had objective 
appearances which led both (independent) observers to agree in their judgments 
on whether the subjects looked older or younger than their true years. 


Discussion and conclusions 


The results showed that: 

1. True age in years can be guessed from appearance with considerable ac- 
curacy for individuals and with great accuracy for groups, as shown in Table 1. 

2. Guesses of apparent age will sometimes be overestimations and sometimes 
underestimations of the true age for an individual. 

3. Two independent observers tended to agree both in direction in which, 
and degree to which, they over- or underestimated the ages of subjects studied. 


TABLE 1 


The Degree of Accuracy with Which Observers ‘‘JS’’ and ‘“‘WM”’ Guessed the Ages 
of a Group of 188 Males and 71 Females 


Sex | Observer Mean Error in Years Santeed Dee 
Males | J. 8. | —0.02 4.9 
W. M. +1.04 5.4 
Females | J.S. | +0.10 4.3 
| W. M. +0.47 4.3 
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4. It follows that the group which was observed contained individuals with 
characteristics of appearance that led the observers to agree in their estimations, 
and that from the results of these estimations the subjects could be classified as 
jooking older or younger than their years by different amounts. The relationship 
expressed as Real Age/Apparent Age offers a method for investigation of en- 
vironmental and genetic factors which might conceivably influence the rates of 
ageing of individuals. This is so because it can be assumed that if a factor, X, 
under investigation (e.g., somatotype, parity, age at menopause, height, or sleep 
habits) is ‘‘affecting” the rates of ageing of a group of people who are being 
studied, this X factor will vary with variations in the ratio Real Age/Apparent 
Age if it be causally associated with the ageing process (it may also vary syn- 
chronously, even if not causally related but merely associated with the mani- 
festation of the ageing process observed in the estimation of apparent age). As 
John Stuart Mill formulated: “‘Whatever phenomenon varies in any manner 
whenever another phenomenon varies in some particular manner, is either a 
cause or an effect of that phenomenon, or is connected with it through some fact 
of causation.’’ Such a method of concomitant variation, although it cannot prove 
causative association, is at least helpful in the elimination of irrelevant circum- 
stances and in corroborating hypotheses about the etiology of variation in rates 
of ageing of individuals. 


Methodological note 


It is clear that estimations of apparent age from external appearances must 
be the result of the assessment (in the light of the observer’s experience) of a 
complex of factors which vary typically with age. The observer may be looked 
upon, for the purpose of methodology only, as a complicated ‘‘machine” which 
records its observations; these observations are based on objective sense data 
which lead another human observational “apparatus” to record the “‘same’’ re- 
sults. Thus the human “‘readings”’ are not necessarily less scientifically valuable 
than dial readings of a machine, the exact workings of which are incompletely 
understood. 

The value of the estimation of apparent age and its comparison with real 
(chronological) age is by no means confined to assessment from external ap- 
pearances, as will be seen later. For example, it seems likely that sudtably ex- 
perienced observers, e.g., morbid anatomists, could use the same technique in 
estimation of the apparent age of organs (in ignorance, at the time of recording, 
of the true age). The results of such estimations could be correlated with other 
factors that varied from patient to patient in the same age group, e.g., history 
of presence or absence of alcoholism, longevity in forbears, type of work, number 
of children borne, height, or somatotype. Also the positive or negative values of 
the differences between apparent and real ages of a series of subjects when alive, 
or of chosen organs after death, could be correlated with chosen biochemical 
levels observed in life. 

In the second investigation (which follows) the technique of estimating ap- 
parent age and comparing this with real age was used to elucidate the effect of 
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sleep habits on the ageing of individuals, and in the third investigation obserya- 
tions were made to determine whether those who look younger or older than their 
years, judged by external appearances, also look younger or older “internally” 
in so far as the age estimated radiographically from a roentgenogram of the 
chest agrees or differs from the age estimated from external appearance, and 
from the true age in years. 


INVESTIGATION 2. SLEEP AND THE AGEING PROCESS 


One of the many environmental and/or genetic factors that conceivably in- 
fluence the rates of ageing of human beings is the duration of sleep habitually 
taken. When we consider the great individual variations in the amount of sleep 
taken by men since the introduction of artificial lighting, which made it un- 
common to get up and go to bed by the sun, it would seem worthwhile to in- 
vestigate whether there is any evidence that sleep habits and rate of growing old 
are related. 

As before (Investigation #1), a person can be said to look older than his age 
when his apparent (7.e., guessed) age is greater than his true (or temporal) age 
(7.e., his age in years from his birth). The value of estimations of apparent age 
compared with true age as a method of assessing ‘“‘youngness”’ or “‘oldness’’ for 
a person’s years is assumed from Investigation * 1. 


Method and material 


The same 259 people described in Investigation #1 were studied. Each ex- 
aminee was asked ‘‘What time do you usually go to bed and what time de you 
usually get up?’?® This question was asked by a clerk, “‘A,” and recorded to- 
gether with the examinee’s true age and date of birth. Hours spent in bed were 
asked, because it was thought that this would be more accurately answered than 
a question on hours of sleep. At a distance, out of earshot from the interrogator 
“A”? were 2 observers “JS” and “WM” who worked entirely independently of 
each other. These observers, in ignorance of the examinee’s true age or hours 
spent in bed, were asked to make and record a guess at each person’s age from his 
appearance as he passed before them. 


Results 


Table 2 lists data on the men and women grouped according to their hours in 
bed, and the mean over-estimates or under-estimates of age compared with true 
age for the different sleep groups. There was no pronounced trend with either 
observer “JS” or “WM” to suggest that the examinees in the “short sleep” 
groups looked any older for their years than those in the “long sleep” groups 
looked for their true ages. The average overestimates or underestimates of age 
were very small and were the outcome of fairly evenly balanced over- or under- 
estimates (the high value for the men who spent nine hours in bed was largely 
attributable to 1 man who looked 20 years older than his chronological age of 30). 


2 Questioning showed that most examinees did not believe that their sleep habits had 
altered for a long time (except a very few who were shift workers). 
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TABLE 2 
The Relationship Between Hours Spent in Bed and Apparent Age of 259 Subjects 


Mean Over (+) or 
Under (—) Estimate of 
Age (cf. with True 

Hours in Bed No. in Group e) by 


Observer Observer 
3: W. M. 


+1.7 
—1.4 
—0.3 
—0.2 
+2.4 


71 Females 


It is known that older people take less sleep than the young (Benjamin and 
Nash (1)), and therefore examination of the data for individuals in the ‘‘short 
sleep” group was made to determine whether a concentration of young-looking 
old people was masking the presence of a group of old-looking young people by 
neutralising the effect of the latter on the means of the estimated ages of the 
group. No such masking effect was detected. 


Conclusion 


The present investigation does not support the hypothesis that variations in 
the rate of ageing between individuals are connected with differences in the 
duration of their sleep (time spent in bed). 


INVESTIGATION 3. RELATIONSHIP BETWEEN ESTIMATES OF APPARENT 
AGE MADE FROM CHEST RADIOGRAPHS AND ESTIMATES MADE 
FROM EXTERNAL APPEARANCES 


The 259 unselected people described in Investigation #1 were studied. In 
all subjects, a 35-mm. photofluorograph of the chest was taken. A reader, ‘‘N,”’ 
experienced in the interpretation of nearly 500,000 of these films and working 
alone, was asked to guess the age of each person from the miniature chest radio- 
graph, viewed with a projector. 

Table 3 shows that age could be estimated by ““N” from viewing the films, but 
less accurately than was possible by guessing from external appearance by 
workers “JS” and “WM.” 

The possibility of using these 2 techniques for estimating age in a census on 
primitive people, when the date of birth of most of them is unknown, merits 
study. 

If a person looks older or younger than his true years, is this reflected internally 
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TABLE 3 
Comparison of Reliability of Estimates of Age by 2 Techniques 


Mean Error Standard 


in Years of Age —_ 


188 Males “JS”? by direct observation —0.02 4.9 
““WM”’ by direct observation +1.04 5.4 
““N”’ by x-ray exam. of chest +3.89 9.2 


71 Females “JS” by direct observation +0.10 4.3 
“WM”’ by direct observation +0.47 4.3 
“N”’ by x-ray exam. of chest +6.21 8.4 


in the appearance of his chest as shown in an x-ray film? The following evidence 
suggests that this is the case: 

The coefficients of correlation between the excess (or deficiency) of apparent 
age when compared with true age, as estimated by “JS” from external inspection 
and by “N” from viewing the chest radiographs only were 


Males + .477 
Females + .455 


These coefficients, which are statistically significant, are in close agreement 
for the two sexes and indicate that the probability that if a subject looked young/ 
old for his years to “JS,” he also looked young/old for his years to “N” ina 
parallel way. (It should be clearly understood, that neither “JS” nor ““N” knew 
the real ages of the subjects when they recorded their guesses on paper.) More 
strictly, we should say that there is a probability that when the relationship be- 
tween a subject’s guessed age and real age was such that he could be described 
as looking younger (or older) than his years to “JS,” an examination of ‘“N’s” 
(x-ray only) figures would tend to show a similar result for that individual. 

(On the average, ““N”’ tended to produce an age 4 years older than a particular 
guess by “JS,” but in an individual case he was as likely as not to differ by 6 
years either way. Thus, if “JS” estimated +10 (7.e., the examinee looked 10 
years older than the real age), there was an even chance that ‘“N”’ would guess 
between +4 and +16. If “JS” estimated —2, ‘‘N”’ was as likely as not to say 
something between —8 and +4. 


Conclusion 


It may be concluded that the data of this study, in spite of the intrinsic lack 
of precision in the radiological estimates (7.e., the wider dispersion of the estimates 
relative to true age), suggest that people who look younger or older than their 
years as judged from inspection of their external general appearance, will tend 
also to look older or younger than their years (in the same direction) judged from 
their chest radiographs. 
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SUMMARY OF INVESTIGATIONS 1, 2 AND 3 


Two observers made independent estimates of the apparent ages of 259 people 
whose real ages were unknown to them. Details are given of the crude data and 
their statistical analyses, from which the conclusions are drawn. The results 
show that: 1) age can be guessed with considerable accuracy, and 2) the agree- 
ment of observers on the cases in which they made mistakes (in overestimating 
or underestimating individuals ages) shows that some people do look older than 
their true ages whereas others look younger than their years. 

The relationship (or difference) between the values ‘‘real age’’ and ‘apparent age”’ 
offers a method for assessment of environmental and genetic factors influencing rates 
of ageing of individuals. For example: Investigation #2 was a study of the re- 
lationship between sleep habits and variations in the rate of ageing from person 
to person. Data so obtained did not support the hypothesis that variation in rate 
of ageing between individuals is connected with differences in the duration of 
their sleep (time spent in bed). 

In Investigation *3 it was found that an smnibenih radiologist working 
alone could assess the ages of examinees from chest photofluorograms, but he 
was less accurate than the 2 workers who assessed the ages of the same subjects 
from external general appearances. The mistakes in estimating age from the 
x-ray film tended to be made in the same subjects and in the same ‘‘direction”’ 
(i.e., as old-looking or young-looking for age) as were the mistakes made in 
estimating age on the basis of external appearance of the examinee. Therefore, 
the findings suggest that people who look younger or older than their years, as 


judged from inspection of their external appearance, will tend also to look older 
or younger than their years (in the same direction) as judged from their chest 
radiographs. 
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ANALYSIS OF FALLS IN OLD PEOPLE 


TREVOR H. HOWELL, F.R.C.P.Ep.* 
Queen’s Hospital, Croydon, England 


It is a matter of common knowledge, as Sheldon says, that old people are liable 
to fall and hurt themselves. In fact, many serious accidents involving the elderly 
are associated with falling. When I assessed the waiting list for Queen’s Hospital, 
Croydon, in 1952, I found that 4.5 per cent of the 500 patients visited that year 
sought admission because they were subject to falls. Hence the causation of fall- 
ing merits serious consideration. 


DEFINITION 


The act of falling indicates failure of the mechanism which normally maintains 
the erect posture in man. This consists of the proprioceptive system and its con- 
nections. As described by Sherrington, the system consists of a number of re- 
flexes. Impulses travel by several different paths, such as the posterior columns, 
the cerebellar tracts, vestibular tracts, and so on. These are co-ordinated in the 
brain, from which effector impulses pass to the muscles via the final common 
pathway of the pyramidal tract. Any lesion, either temporary or permanent, 
which interferes with the functions of this complicated network of reflexes is 
likely to give rise to falling. Such lesions may occur in end-organs such as the 
labyrinth, in the central nervous system itself, or in the actual effector structures, 
such as the muscles and joints. Falling thus indicates a proprioceptive breakdown. 


NEURO-GERONTOLOGICAL FINDINGS 


The proprioceptive system tends to become damaged in old age. When I 
examined the nervous systems of 200 healthy Chelsea Pensioners, quite a number 
of abnormal signs were detected. These are shown in Tables 1, 2, 3 and 4. Tendon 
reflexes were sometimes missing or hard to elicit in the older age groups. Vibra- 
tion sense was often impaired. Many of the pensioners were unable to touch their 
noses when their eyes were closed, owing to gross dysmetria. As age increased, 
there was progressively greater inability to rotate the wrists rapidly. Any observer 
who has watched an older person trying to board a bus which is just starting to 
move, will have noted the slow reflexes and the liability to fall which occur as 
the result of these changes. When the common tendency toward vertigo is added 
to such lesions, it seems surprising that falls in old people are not even more 
frequent. 


CLINICAL ASPECTS 


When we observe and examine elderly patients who are prone to fall, several 
different lesions may be discovered. Some of these affect the muscle tone, pal- 


* Lecturer in Problems of Old Age, St. Bartholomew’s Hospital, London; Physician, 
Geriatric Research Unit, St. John’s Hospital, London; Consultant Physician, Queen’s 
Hospital, Croydon. 
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TABLE 1 
Tendon Reflexes 


Percentage in Whom Tendon Reflexes Were Obtained 
Age of Patients No. of Patients Supinator Biceps Triceps Knee Ankle 

R L R L L 
65-69 16 100 | 100 | 100 | 100 | 100 | 100 | 87 | 87 | 43 | 38 
70-74 57 67 | 65 | 88| 88 | 70| 72) 79 | 77 | 32 | 35 
75-79 72 69 68 84) 85 | 84. 76 | 76 | 32 | 35 
80-84 31 68 65) 90 87) 80) 80 80) 12) 12 
85-91 9 33 | 33 | 66) 66 | 55 | 44 | 44 | 22 | 22 


TABLE 2 


Vibration Sense 


Percentage Registering Vibration Sense 
Age of Patients | px0 Of | Wrists Elbows | Shoulders | Ankles | Shins | Knees |< 
R L R L R SECS IESE 
65-69 16 100 | 100 | 100 | 100 80 94 | 87 | 87 | 94 | 87 | 50 56 | 12 
70-74 57 100 | 100 | 100 | 100 | 98 98 | 88 | 84 | 81 | 79 | 61 | 67 | 18 
75-79 72 100 | 100 | 100 | 100 90 | 89 | 76 |) 73 | 73 | 74) 51 | 53 | 15 
80-84 32 97 97 94 97 94 94 | 62 | 56 | 62 | 44 31 | 34° «10 
85-91 9 100 | 100 | 100 | 100 | 100-100 | 89 | 89 | 67 | 78, 67 | 78) 11 
we ie 99 99 98 99 94 94 | 79 | 76 | 75 | 72 | 52 | 56} 15 


TABLE 3 
Ability to Touch Nose 


Dysmetria Present (%) 


Age of Patients No. of Patients 
With right With left With both 
hand only hand only hands 


16 0 25 
70-74 56 9 14 20 
75-79 72 11 14 18 
80-84 33 6 15 21 
9 0 0 


15 


ticularly of the quadriceps femoris, which is especially important in maintaining 
the erect posture. Other lesions may be situated in various parts of the central 
nervous system. The pyramidal tract, the posterior columns or the extra-py- 
ramidal pathways may show signs of damage. All these tracts are important parts 
of the proprioceptive system. A third type of lesion may exert its influence in- 
directly. Such events as syncopal attacks or heart block, acting by general 
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TABLE 4 
Rotation of Wrists 


Age of Patients No. of Patients Defective Rotation (%) 


65-69 16 
70-74 56 
75-79 72 
80-84 33 
85-91 9 


cerebral inhibition, precipitate falling as one of their manifestations. A fourth 
class of fall has been observed which is not included in any of the other cate. 
gories. These have been termed “‘premonitory falls,’ since they usher in some 
serious illness or rapid deterioration. One kind of fall, difficult to classify is as- 
sociated with vertigo. The proprioceptive system may be involved through the 
vestibulo-spinal tracts, but the mechanism is not so clear as in the forms pre- 
viously noted. Examples of the other types are as follows: 


1. An old man with inoperable carcinoma of the stomach refused to take to his bed. As 
he grew more and more feeble, it became difficult for him to lift up his feet as he walked. 
Eventually he tripped over the edge of a mat and fell, bruising himself badly. This was due 
to general muscle weakness. 

2. An elderly woman had severe arthritis of the hips and knees. Her quadriceps femoris 
muscles were weak and wasted, whereas the hamstrings remained relatively strong. Peri- 
odically, muscle imbalance occurred. Then, as she put it, her ‘‘knees gave way’’ causing her 
to fall. After treatment of her arthritis and faradic stimulation of the quadriceps muscles, 
she improved and lost this tendency, which was an example of local muscle weakness. 

3. A sprightly old lady of 95, who lived with her daughter of 72, was seen by the latter 
to fall suddenly to her right when coming down stairs. The accident resulted in a fracture 
of the right humerus. Subsequently the old lady had several other falls, all of them on to 
the right side of the body. Examination of this patient showed signs of a pyramidal lesion 
with extensor response of the great toe on the right, and some muscular weakness of the 
right arm and leg. 

4. An elderly woman gave the history of frequent falls and was only able to walk round 
her room by grasping the furniture. There were no tendon reflexes in the legs, and she had 
no sense of position. She eventually became bedridden and unable to walk, due to damage 
to the posterior columns of the spinal cord. 

5. An old man with Parkinson’s disease used to come to hospital every evening to visit 
his wife, who was a patient. He gradually shuffled more and became stiffer, until he eventually 
tripped over a rough piece of ground and fell down. This was an example of an extra-py- 
ramidal lesion giving rise to a fall. 

6. An elderly man, living in a hostel, was seen to fall down a whole flight of 
stairs. Admitted to the hospital, he made no complaints except for general stiffness. An 
electrocardiogram, however, revealed signs of a recent coronary occlusion which had heen 
silent. Here was an instance of a synecopal fall. 

7. One old man, under treatment for a varicose ulcer, fell in the hospital ward for no 
apparent reason. Examination at the time revealed no injury, but within twelve hours the 
patient showed signs of bronchopneumonia. This history is typical of the premonitory type 
of fall, which may usher in pyelonephritis, cardiac failure, melaena from a carcinoma of 
the colon, or other complications. 
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SUMMARY 


The significance and mechanism of falling in old people are discussed. Most 
falls are due to failure of, or deterioration in, the proprioceptive portion of the 
central nervous system and its connections. 

Clinical lesions giving rise to falls include: 1) general muscle weakness, 2) local 
muscle weakness in the quadriceps femoris, 3) lesions of the pyramidal tract, 
4) lesions of the posterior columns of the spinal cord, 5) Parkinson’s disease, 6) 
syncope from various causes, and 7) an impending deterioration in the condition 
of the patient. 
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PROLAPSE OF THE RECTUM 
THOMAS C. CASE, M.D.* 


Department of Surgery, St. Vincent’s Hospital, and the New York University Division, 
Goldwater Memorial Hospital, New York, N.Y. 


The subject of rectal prolapse in its varying degrees has been one of recurring 
interest in all surgical clinics. With the increase in our aged population the condi- 
tion will be seen with more frequency in the future. If discovered in its early 
stages, rectal prolapse can be managed with comparatively minor procedures; 
but if allowed to continue untreated, complications such as repeated hemor- 
rhages, ulcerations and infections will follow and therapy becomes more dif- 
ficult. Progression of an untreated case will lead to massive prolapse, which can 
create grave disability and present many technical problems in surgical therapy, 

The multiplicity of operative procedures advocated for the treatment of 
complete rectal prolapse is indicative of the difficulties encountered in effecting 
relief of the condition. These procedures may be classified as suspensions, re- 
sections and hernioplasties, or various combinations thereof (1-6). 

Prolapse of the rectum is defined as a pathologic protrusion of one or more 
layers of the rectal wall through the anus (1). Extrusion of the rectal mucous 
membrane alone is termed prolapse of the mucous membrane; it is a condition 
seen frequently in the aged (Fig. 1). Extrusion of all layers of the rectal wall is 
termed prolapse or procidentia of the rectum. In procidentia, there may be 
extreme atony of the anal sphincter and levator ani muscles, causing pronounced 
relaxation and patulosity of the anal orifice. Aggravation and prolongation of the 
prolapse may lead to further extrusion of the lower bowel involving the recto- 
sigmoid and sometimes the sigmoid. The progressive weakening of the peritoneum 
of the cul de sac and the transversalis fascia and separation of the levators 
leads to the formation of a hernial sac (4) which may include loops of ileum (Fig. 
2). The hernia thus formed is in fact a sliding hernia of the rectum, with the an- 
terior rectal wall forming part of the sac. Laxity of the external anal sphincter is 
a constant finding and probably the primary condition which accounts for rectal 
prolapse. 

This report concerns the management of 4 cases of varying degrees of rectal 
prolapse operated upon by different procedures or a combination of 2 procedures. 


CASE REPORTS 
Case 1 


W. S., a 64-year-old white female, was admitted to Goldwater Memorial Hospital on 
March 1, 1954, with the chief complaint of rectal bleeding and fecal incontinence. 

Rectal bleeding had started about eight years previously, later followed by what the 
patient said was diagnosed as a ‘“‘dropped rectum.”’ In 1948 a hemorrhoidectomy was per 
formed because of the rectal bleeding. In 1951 she experienced a recurrence of the reetal 
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Modified Thiersch operation for repair of prolapse of the rectal mucous membrane and 
atony of the anus (Case 1). 
Fig. 3. Subcutaneous application of wires through needles. 
Fig. 4. Wires in place. 
Fig. 5. Ends of wire secured. Anal opening allows insertion of finger up to 
second joint, with ease. 


Fic. 6. Amputative resection of hemorrhoids and prolapsed rectal mucosa (Case 2). 


disorders and these became progressively worse. Thru 1953 she noticed that part of the 
rectum would extrude with almost every bowel movement. 

Upon physical examination, the patient was a thin emaciated female with generalized 
arteriosclerosis. The rectal sphincter was markedly atonic and lax, and protrusion of the 
rectal mucosa and part of the rectal wall could be effected with the slightest straining on 
the part of the patient. 

The condition was considered one of anal atony, with a minimal prolapse of the rectal 
mucous membrane (Fig. 1). Because of the poor general condition of the patient, the simple- 
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est procedure for therapy was proposed, namely, the Thiersch operation. This operation 
is performed by applying a silver wire, subcutaneously, close to the relaxed sphincter and 
securing the ends of the wire posteriorly so that the anal opening is sufficiently reduced 
in diameter to prevent further prolapse. The modification of the Thiersch operation (5) 
described by Dodd (Figs. 3, 4 and 5) was used, in conjunction with low spinal anesthe- 
sia. 

Recovery was uneventful and the patient experienced almost complete relief from her 
rectal complaints. 


Comment. The most simple procedure possible was chosen for this patient be- 
cause of her poor general condition. Application of a wire about the anus acts in 
two ways: 1) it provides mechanical replacement of the relaxed sphincter, and 
2) the presence of a foreign body in the perianal tissue causes stimulation and 
proliferation of the cells, thereby creating the formation of adhesions between 
the rectum and the surrounding tissues. 


Case 2 


C. J., an elderly white male, 72 years of age, was admitted to St. Vincent’s Hospital on 
April 19, 1956, with the chief complaint of an anal mass associated with rectal pain, bleed- 
ing, and some degree of fecal incontinence. 

The bleeding had started two years previously. Later the anal mass appeared. The 
incontinence, though still minimal, was becoming worse. 

The patient was a well developed obese man, who did not appear ill. 

The results of sigmoidoscopy and barium roentgen studies of the colon were negative. 
Examination of the rectum revealed prolapse of the rectal mucosa with a rosette of large 
hemorrhoids about the entire periphery. The external sphincter was markedly relaxed. 

After proper preparation of the bowel with colonic irrigation and antibiotics the patient 
was operated upon on April 20, 1956 under spinal anesthesia. 

The procedure used in this patient was that of amputative resection of the prolapsed 
mucosa along with the involved hemorrhoids (6), leaving the rectal mucosa intact at the 
anterior and posterior portion of the anal margin, in order to prevent complete stricture 
(Fig. 6). 

The postoperative course was uneventful. Narrowing of the anal canal necessitated slight 
finger dilatation on several occasions. The patient later had daily bowel movements without 
difficulty. 


Comment. This operation was chosen in an attempt to relieve the patient of 
both the hemorrhoids and the minor degree of prolapse. Severe anal stricture does 
not follow this operation, as the mucosa which has been left undisturbed at two 
parts of the anal margin prevents any severe degree of cicatrization. 


Case 3 


B. F., an elderly white female, 75 years of age, was admitted to Goldwater Memorial 
Hospital in July 1953. Her chief complaints were those referable to gangrene of the right 
foot and rectal bleeding. 

She had been transferred from another hospital because of diabetes mellitus and the 
presence of a gangrenous area on the right large toe for the previous two months. She was 
treated conservatively and the diabetes and ulceration of the foot were controlled. 

The rectal bleeding had been present for several years. However it was not until a year 
before admission that she noted the presence of a mass which protruded with every bowel 
movement and gradually became larger. 

The patient was an elderly white female, appearing chronically ill. 

Results of sigmoidoscopy and barium roentgen studies of the colon were negative. 
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There was marked prolapse of the rectum with two small areas of ulceration on the ex- 
truded surface of the rectal mucosa. The sphincter was markedly relaxed. 

After proper preparation of the bowel, the patient was operated upon on October 25, 
1954. A perineal procto-sigmoidectomy was performed under continuous spinal anesthesia. 

The sliding hernial component (4) was managed by the application of a high pursestring 
suture, closing off the hernial sac rather high up and securing the anterior bowel wall and 
part of the levators in the suture. After the anastomosis was completed (using chromic gut) 
the Thiersch operation was performed in order to replace the relaxed sphincter. 

Recovery was uneventful. The patient was able to control her daily bowel movements 
without much difficulty, provided diarrhea did not develop because of dietary indiscretion. 


Comment. In dealing with debilitated aged patients, the surgeon should con- 
sider the use of a procedure or a combination of procedures which is known to be 
associated with low mortality, minimal morbidity and high degree of relief of the 
presenting complaints. 

In this case the perineal approach was considered with favor because of the 
poor general condition of the patient. The abdominal approach might have 
yielded an unsatisfactory result. 

The combination of resection of the procidentia and application of a wire loop 
about the anus had the desired effects and relieved the patient of her disturbing 
condition. It was not considered wise to attempt an extended repair of the leva- 
tors, although this procedure would be desirable in a patient who was in better 
condition. 

In utilizing this combined procedure, one must consider that the final result 
may not be as satisfactory as that observed at the termination of the operation. 
However, worth-while improvement is obviously achieved in these old and de- 


Fic. 7. Prolapse of the rectum in Case 4. (A similar prolapse was present in Case 3.) 
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bilitated patients. Soon after operation the various components of the wound 
(the hernial repair, the anastomosis and its perirectal fixation) become set in 
their new relationship to each other. This is brought about principally by second- 
ary healing and not by primary union. 


Case 4 


H. J., an elderly white female, 74 years of age, was admitted to St. Vincent’s Hospital 
on September 9, 1957. Her chief complaints were fecal incontinence and rectal prolapse of 
two years’ duration, and dyspnea. 

The fecal incontinence had started about two years previously and had gradually become 
worse. In the past year she had noticed a mass protruding from the anus. It could be easily 
pushed back into the rectum, but it had increased greatly in size. 

The dyspnea was secondary to her cardiac condition. Auricular fibrillation and conges- 
tive failure were present when she was admitted. 

Examination revealed a massive prolapse of the rectum, measuring about 8 em. in length 
(Fig. 7). It could be replaced without difficulty. 

Results of sigmoidoscopy and barium roentgen studies of the colon were negative. 

The patient was digitalized and the bowel was adequately prepared with colonic irriga- 
tion and antibiotics. On September 18, 1957, under spinal anesthesia, a perineal procto- 
sigmoidectomy was performed, the anastomosis being made with chromic interrupted 
sutures. The Thiersch operation was then performed, — #19 silver wire in order to 
constrict the relaxed sphincter. 

The postoperative course was uneventful. 


Comment. Although this patient does not have control of the anal sphincter, 
she can control her bowel movements with proper management and diet. 


Operative technique 


The operative technique used in the 2 cases of massive prolapse was as follows: The 
patient is placed in the lithotomy position. An indwelling Foley catheter is inserted into 
the bladder to keep it empty throughout the procedure and for four days following opera- 
tion. The apex of the prolapsed rectal mass is grasped with Allis clamps and pulled down- 
ward. An incision is made in the rectal mucosa in line with the circumference of the pro- 
truding mass, about 3 mm. proximal to the pectinate line; it is then deepened through the 
mucosa and muscularis of the first layer of the bowel. The first layer of the bowel is stripped 


Operative technique for massive rectal prolapse (Cases 3 «& 4). 
Fig. 8. First layer of bowel stripped distally, with hernial sac clearly in view (X). 
Fic. 9. Diagrammatic representation of complete procedure: 1. Wire in place. 2. An- 
astomosis above pectinate line. 3. Pursestring suture high on hernial sac. 
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distally ‘rom the underlying or inner loop (Fig. 8). The hernial sac is identified and dis- 
sected free superiorly. A pursestring suture, applied as high as possible, includes the serosa 
of bowel wall posteriorly and the levators anteriorly. The large redundant loop of rectum 
and lower sigmoid with the attached mesentery is then clearly defined. The mesenteric 
vessels are ligated high up and the site of resection prepared. The bowel is transected pro- 
gressively, starting anteriorly, and the anastomosis completed with interrupted 00 chromic 
gut until the entire circumference of the bowel and the anal mucosa have been united. 
The wire loop is then applied subcutaneously as described by Dodd, and a small piece of 
vaselinized packing is inserted through the anus and just beyond the anastomosis (Fig. 9). 


COMMENT 


The cure of rectal prolapse is a difficult problem under any circumstances. 
When this condition is encountered in the aged and debilitated patient who also 
has diseases of other systems, the problem becomes greatly magnified. The ab- 
dominal approach in such patients is almost prohibited. The perineal approach 
involves little risk and yields sufficiently satisfactory results. 

The hernial sac in Cases 3 and 4 was obliterated by the use of a pursestring 
suture which included the serosa of the bowel posteriorly and the levators anter- 
iorly. 

Prompt repair of the anal relaxed sphincter with a wire loop is the treatment 
of choice for immediate relief of fecal incontinence. Although this desired effect 
may not be achieved completely, at least the condition is greatly improved and 
the patient has a sense of security. Furthermore, there may be enough foreign- 
body reaction in the perianal tissues to cause solid adhesions between the rectum 
and the neighboring parts. 


SUMMARY 


The problem of surgical therapy for the varying degrees of rectal prolapse and 
the associated fecal incontinence, is discussed. Several procedures are outlined, 
and details are presented of their successful application in 4 typical cases. 
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PHANTOM GOITER: REPORT OF 3 CASES IN WOMEN 
AGED 68-70 


BERNARD J. FICARRA, M.D. 
Roslyn Heights, Long Island, New York 


During the past eighteen years or so, many private and ward patients with 
thyroid disturbances have been examined and treated. Among these patients, 
3 have made an indelible impression upon me. All 3 were elderly women with 
similar histories. 

Each had a large cervical adenomatous goiter of many years’ duration, which 
was untreated until the development of compression symptoms in the neck 
region. At this stage, these women had been seen by their respective family 
physicians, who prescribed iodine solution. The iodine caused involution of the 
thyroid tissue in the goiters, with resultant diminution in the size of the masses. 
This decrease in size was sufficient to allow the goiters to drop by their own weight 
behind the sternum or clavicles, thus becoming either completely invisible or 
no longer prominent. The patients thought that the goiters had disappeared 
overnight like a “phantom spirit.” 

The facility with which a goiter can gravitate into the chest is understandable 
when one considers that an adenomatous goiter contains many areas of cystic 
degeneration. These areas are readily compressible and can pass through an 
inlet much smaller than the mass itself. When such a goiter descends into the 
chest, the penetration is much deeper when located behind the sternum than 
when located behind the clavicles. The reason is the presence of Sibson’s apo- 
neurosis behind and above the clavicles, but not behind the manubrium sterni. 
The goiter that succeeds in rupturing this fascia as it falls into the chest is 
called ‘‘goiter plongeant.”’ 

Sibson’s aponeurosis (named for Francis Sibson, an English anatomist, 1814- 
1876) is in reality a vertebropleural ligament attached to the seventh cervical 
vertebra above and to the dome of the pleura below; it supports and strengthens 
the dome of the pleura. For this reason a “falling” or phantom goiter cannot 
descend deeply behind the clavicles, because of the presence of the dome of the 
pleura plus a supporting aponeurosis. This aponeurosis, however, can become 
attenuated over the years if a large goiter is pressing on it from above, associated 
with the continual friction produced by the respiratory action of the lung. 

Thus, following surgical removal of a subclavicular goiter on either the right 
or left side, there is a visible herniation through Sibson’s aponeurosis. This 
“swelling” is the result of increased expansion of the underlying lung parenchyma, 
which is no longer compressed by an overlying goiter. Some patients will call 
attention to this “swelling” weeks after thyroidectomy. An explanation of the 
pulmonary mechanism relieves the patient of anxiety, and dispels the impression 
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TABLE 1 
Clinical Data 


Duration of : BMR 
No. Goiter Iodine Therapy (%) Remarks 


1 69 F 17 yrs. Lugol’s solution for +10 | Well one year after thy- 


3-4 wks. roidectomy 
2 70 F 16 yrs. Organidin solution +11 | Cardiac patient 8 mos. 
for 5 wks. after thyroidectomy 
3 68 F 15 yrs. Organidin solution +8 | Well 6 mos. after thyroid- 
for 4 wks. ectomy 


that either the goiter was not completely removed or is recurring so soon after 
surgery. 

The data on the 3 patients with so-called “phantom goiter’ are presented in 
Table 1. Many similarities may be observed. All 3 were elderly women nearing 
70 years of age. All had the goitrous mass for fifteen years or more. All had been 
treated by iodine with a resultant diminution in the size of the goiter so that 
it had practically disappeared. All were subjected to surgery for adenomatous 
colloid goiter with cystic degeneration (located below the clavicle and/or be- 


hind the sternum). In each case, following thyroidectomy, there was herniation 


of the pleura through Sibson’s fascia. All survived surgery and are well at the 
time of writing this report. 


SUMMARY 


In each of 3 elderly women (aged 68-70) who had adenomatous goiter with 
cystic degeneration, there was diminution in the size of the goiter (almost com- 
plete disappearance) following the administration of iodine. 

The change in the size of the goiter was associated with a change in its loca- 
tion from the cervical to the mediastinal or retroclavicular regions. The cystic 
nature of the goiter made it easily compressible following reduction in size, and 
thus facilitated the change in location. 

The term “phantom goiter” represents the patient’s belief that the goiter 
disappeared during iodine therapy, whereas it merely decreased in size and 
changed location. Following thyroidectomy, a symmetrical prominence may oc- 
cur above the clavicle, due to herniation through Sibson’s fascia. Patients need 
reassurance in order to allay their fears that, like a phantom, the goiter has 
returned. 
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RITONIC—A NEW GERIATRIC SUPPLEMENT 
ADOLPH L. NATENSHON, M.D.* 
Milwaukee, Wisconsin 


Thanks to the great strides made in the field of scientific medicine, the span of 
life in man has reached an all-time high. Unfortunately, however, because people 
are living longer, a vast number of unanticipated difficult social, economic and 
medical problems have arisen. 

Typically, compulsory retirement at age 65 has resulted in a great deal of 
unjust harm to members of this age group. These persons, who were self sustain- 
ing, working and happy, now find themselves in a new position. Because of their 
age, they are no longer working and are forced to live on an unaccustomed, 
smaller income. Moreover, they find the high cost of living has reduced the value 
of their finances. Naturally, they become depressed and morose. 

In another situation, the serious problem of lonesomeness arises, particularly 
when one member of an elderly couple dies. There are many instances of women 
who dissipate an entire estate seeking medical attention they do not require. 
Likewise many elderly people, although physically able to live alone, often 
present themselves to a physician with a great many imaginary complaints, 
because of the fear of being alone. 

When elderly persons live with their children, conflicts continually arise be- 
cause the parents do not realize they are no longer participants but guests in 
their children’s home. 

Perhaps an ideal place for older people would be in a religious or nursing home. 
This is not always possible, however, either because of finances or because there 
are too few nursing homes with good standards of diet and nursing care. 

In elderly persons, we are usually dealing with generalized degenerative 
changes. They may have no teeth, or have poorly fitting dentures, and they 
cannot eat a well balanced diet. The end-results are various deficiencies, including 
anemia. Nevertheless, these conditions usually are not sufficiently profound to 
cause death; in fact, most patients who reach the age of 75 will live considerably 
longer. 

It was our personal feeling in considering the elderly that there was need for 
some sort of replacement therapy—perhaps some drug or tonic which would 
make them more alert, improve their appetites, and make it possible for them to 
feed themselves and take care of their toilet habits without soiling. This would 
cut down on nursing care, either at home or in the hospital, and give them a new 
lease on life. Although not a cure-all, a good geriatric tonic has a definite place 
when used as an adjunct to medical care, and many patients can be helped to 
enjoy their remaining years to the fullest. 

There are, at present, many geriatric tonics on the market. The average one is 
usually a shot-gun prescription of vitamins and minerals, put together with 
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no definite rhyme or reason. Many tonics sold over the counter or intensively 
promoted over radio and television contain nothing more than some outmoded 
therapeutic iron preparation in an alcohol or wine base. 

Recently a new type of psychomotor stimulating drug, methylphenidate 
hydrochloride, has been developed in Switzerland. It has appeared on the domes- 
tic market under the name of Ritalin. This report concerns our experience with 
Ritonic' capsules in the treatment of elderly patients. 


RESULTS 


In a preliminary study with Ritalin, we found that this drug did not have the 
harsh, undesirable sympathomimetic action of amphetamine or amphetamine- 
like agents. It produced a plateau type of stimulation, with smooth onset, and 
no euphoria, tachycardia, headache, gastric symptoms, “high” feeling, or tense- 
ness and nervousness such as is produced by amphetamine-type drugs. The 
effects, characterized by a feeling of well-being, lasted about four hours. The 
patient became alert, worries and fatigue disappeared, and life seemed worth 
living. The effects wore off gradually, with no extreme let-down or rebound. 

The drug had no effect on blood pressure, blood count, urine, or blood sugar 
level; it did not depress the appetite and did not cause tachycardia. No allergic 
manifestations were observed. 

In this preliminary appraisal of Ritalin, we studied a group of 26 chronically ill 
patients, including the aged and those with incurable disease such as carcinoma. 
The results in this group were so outstanding (excellent response in 22 out of the 
26) that it was felt that Ritalin might well be embodied in an effective geriatric 
tonic. Others must have had the same idea, for shortly thereafter we were asked 
to evaluate a geriatric compound containing Ritalin, hormones, vitamins and 
calcium—Ritonic?. 

The study with Ritonic was carried out in 92 patients who were representative 
of the general run of geriatric patients seen by the physician in his practice. 
Sixty-seven of them were from my own private practice; in addition to the 
geriatric tonic, they received treatment for various other disorders. Twenty-five 
patients were selected from a typical private nursing home, and were representa- 
tive of a geriatric group one might see in an institution; in this group, Ritonic 
was compared with other geriatric tonics used as control medications. 

Recorded in individual charts were the age, sex, diagnosis, dosage of tonic, 
duration of treatment, effect on alertness, activity, sociability, appetite, insom- 
nia, the occurrence of side-effects, and personal comments. These data indicated 
that in this series of 92 cases, excellent results were obtained in 72 (78 per cent). 
It was impossible to evaluate the drug in 8 cases (8.7 per cent) because of as- 
sociated conditions. 


'Ritonic (Trademark, Ciba Pharmaceutical Products, Inc.) 
* Kindly supplied by Ciba Pharmaceutical Products Inc., Summit, N. J. Each capsule con- 
tains: Ritalin—5.0 mg., Metandren—1.25 mg., Eticylol—5.0 mcg., Vitamin B,;—5.0 mg., 
Vitamin B.—1.0 mg., Vitamin B.—2.0 mg., Vitamin B,.—2.0 meg., Niacinamide—25.0 
mg., Dicaleium phosphate—250.0 mg. 
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Ritonic was administered in capsules—1 capsule in mid-morning and 1 capsule 
in mid-afternoon. It was purposely given at these times, because it was felt that 
when given too late in the day it might cause overstimulation and interfere with 
sleep. 

In patients treated with Ritonic for three or four months, there were no 
allergic manifestations and no side-effects such as undesirable changes in blood 
pressure, blood picture, or kidney function. In 1 patient a rash developed, and 
medication was stopped. However, the rash apparently was not due to the 
Ritonic, because another old person in the same room who was not receiving 
this drug also broke out with the same rash at the same time. In no other instance 
was it necessary to stop medication because of either immediate or delayed 
side-effects. 

The following 4 cases are representative of the entire group: 


CASE HISTORIES 


Case No. 1 


Mrs. D. N., aged 86 years, was left a sizable estate after the death of her husband. The 
entire estate was dissipated and squandered by some of her children. She became very de- 
pressed, despondent, hallucinated and tried to commit suicide on several occasions. She 
was moved to a private sanitarium where she was improperly fed, neglected, mistreated, 
and even beaten. 

For the next ten years she was moved in and out of various nursing and private homes, 
with the same type of neglect. 

About three years ago, a furnished apartment was rented for her, and she moved in with 
one son. Here, her mental attitude improved. She became more rational and the flare-ups 
of disorientation and yelling came only occasionally. She was given a series of vitamin By 
injections and other tonics to build her blood count up to a high normal level. In addition 
she was given Ritonic. The results were dramatic. 

Now, at the age of 86 years, her mind is keen. She feels well, does the cooking, cleans her 
apartment, and has no complaints. For ten years she had been taking a mixture of tincture 
of opium (deodorized) with a potent syrup containing vitamin B complex. When Ritonic 
was added, the former medication was reduced to occasional small amounts and the 
patient suffered no withdrawal symptoms. She now has a desire to live and is very happy. 


Case No. 2 


Mrs. A. K., aged 74 years, had suffered from hypertension since the age of 40. About ten 
years before she was seen by us, she was involved in an automobile accident and received 
a head injury with some damage to the brain. Since that time there had been pronounced 
evidence of senile dementia and cerebral malacia. She had become worse through the years, 
and at practically all times had been confused and disoriented. Her mentality had been so 
greatly impaired that she required constant care and attention. On two occasions she had 
suffered from accidental injuries and had been taken into private hospitals, where she was 
given barbiturates. In both instances she became hallucinated and attempted suicide 
These symptoms disappeared when barbiturates were withdrawn. 

After the death of her husband, who had cared for her for many years, it was found neces- 
sary to put her into a private nursing home. There she was given large doses of chlorpro- 
mazine (Thorazine). Her mental condition became progressively worse. After Ritonic was 
started there was an immediate, marked change in the mental picture. She was much 
brighter, alert and recognized her relatives. She slept less during the daytime, ate 
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better, enjoyed her food, took pride in keeping herself dressed and clean, and chatted and 
enjoyed conversation with the others in the home. 

Chlorpromazine was stopped completely. Now sedation is required only on rare oc- 
easions. Whenever Ritonic was withdrawn, the patient reverted to her previous state, but 
she improved as soon as the drug was resumed. 


Case No. 3 


Mrs. M. S. was 67 years old. Her weight was 67 pounds, blood pressure 220/100, and red 
blood cell count 4,000,000 per cu. mm. She had left-sided hemiplegia with difficulty in speech, 
resulting from a vascular accident the night before she was brought to my office. She repre- 
sented a true picture of multiple deficiencies brought about by a starvation diet. Not being 
eligible for county care, it was decided that she would be treated at home and that every 
attempt would be made to keep her as comfortable as possible. She was given Serpasil’, 
vitamin C, and vitamin B complex. A nurse was sent daily to administer injections of vita- 
min Bis, plus Ritonic. 

One month later the patient was able to walk into my office hardly recognizable as the 
person I had seen in a terminal state only one month before. There was very little residual 
paralysis. She was able to talk and walk by herself. Her weight had risen from 67 pounds to 
971g pounds. The blood pressure was 140/90, and the red blood cell count was 5,000,000 per 
cu. mm. She has remained well, and has a fine mental attitude. 


Case No. 4 


Mrs. C. N., aged 42 years, had practically lived in hospitals for the preceding ten years, 
and had had many operations and treatments for various medical conditions. 

Examination revealed severe hypertension with a blood pressure of 240/120 and evidence 
of both heart and kidney damage. She was suffering from symptoms of the menopause pro- 


‘duced by surgery, and was markedly overweight. Serpasil* therapy and a weight-reducing 


regimen were started, along with Ritonic. 

Six months later, she had lost considerable weight. There were no episodes of cardiac 
failure. The blood pressure had dropped to near the normal level and her mental attitude 
was excellent. In fact, she felt so well and has so much energy that she went back to work as 
an aide in a large nursing home. 


Results in these 4 representative cases indicate that much can be accomplished 
in elderly patients with the use of Ritonic and good simple medical management. 

The following were some of the failures: 1) Mr. K., had chronic hepatic 
cirrhosis, and died a few months later. Postmortem examination showed com- 
plete destruction of the entire liver. 2) Mrs. P. had a senile psychosis with severe 
depression and was under psychiatric treatment. She was taking so many 
tranquilizers that it was impossible to evaluate the effects of Ritonic. Later, 
she was committed to an institution after an attempt at suicide. 3) Mrs. B. was 
very depressed. She had had surgery for a malignant growth in the throat. Al- 
though she responded to Ritonic, her mental state became worse when further 
surgery for carcinoma of the breast was undertaken. 

One must bear in mind that Ritalin is a psychomotor stimulant and should not 
be used alone in patients with marked anxiety, tension or agitation, since it may 
make these symptoms worse. 

These patients required virtually no sedation. Thus it was possible in many 


* Reserpine, Ciba. 
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instances to cut down greatly on the amounts of sedatives and tranquilizers they 
had been taking. 


SUMMARY 


Increasing the span of life has created many social, economic and medical 
problems both for the aged and for the physician. 

There is a need for a good geriatric tonic to supplement good medical care jn 
the treatment of these old people. It should contain ingredients that will create 
a feeling of well being, lift them out of depression, give them the desire to live, 
and make them alert so that they can feed and take care of themselves and keep 
themselves clean. 

Ritonie is such a geriatric supplement. It contains an effective psychomotor 
stimulant, Ritalin, combined with hormones, vitamins and minerals. 

This tonic was used in a group of 92 elderly patients from private practice. 
Twenty-five of these patients were in a typical, nursing home; they were also 
used for controlled studies with other preparations. Individual records were kept 
for each patient regarding age, sex, diagnosis, daily dosage of drug, duration of 
treatment, effects on alertness, activity, sociability, appetite, insomnia, occur- 
rence of side-effects, and personal comments. 

In 72 out of 92 cases (78 per cent) the results were excellent. Four typical 
cases are presented in detail. There were 8 failures, in patients in whom evalua- 
tion was impossible because of mental or organic disturbances. 

In no case did Ritonic have to be stopped because of intolerance or side- 
effects. With the recommended dosage, there was no evidence of overstimulation, 
and no disturbance of sleep; many patients could get along with little or no 
sedation or tranquilization. 

We found Ritonic to be a safe, effective geriatric supplement, that can be 
used in practically all types of geriatric conditions without harmful effect. The 
only contraindication is in patients with marked anxiety, tension or agitation, 
since Ritalin may exaggerate these symptoms. 


CONCLUSION 


Ritonic fulfills many of the desired clinical requirements of a good geriatric 
supplement. Given as an adjunct to good medical management, it is of value 
in the treatment of the aged, by giving them a new lease on life, and thus helping 
in a small way to solve some of the many social, economic and medical problems 
involving these patients and their families. 


Addendum 


Since this article was written, we have used Ritonic successfully in over 200 cases. 
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HOST-TUMOR ANTAGONISM. XI. RECAPITULATION OF VARIOUS 
ASPECTS: PRACTICAL APPLICATIONS OF THIS KNOWLEDGE 
TO THE CARE OF PATIENTS* 


LOUIS PELNER, M.D., F.A.C.A.+ 


Swedish Hospital in Brooklyn, Brooklyn, N. Y. 


I. INTRODUCTION 


Perhaps one can best be introduced to the subject of host-tumor antagonism 
through a prediction by Handley (1). In 1909, this famous English physician 
wrote, ‘I hope to show that, as I have stated elsewhere, the progress of cancer is 
normally accompanied by retrogressive or curative processes; that the recorded 
cases of natural repair in cancer, far from being anomalous and exceptional, 
merely illustrates more strikingly than usual the natural laws which govern 
every case of the disease. The order of Nature admits of no real anomalies, and it 
is often brought to light by the close study of apparent exceptions.’’ Are we 
justified in judging host resistance in all cancer patients by the disease as we 
often observe it in many of the far advanced clinical cases? The patient with 
spreading cancer may well represent a failure of the immune mechanism. By 
the same token, it may well be that if the immune mechanism be sufficiently 
active, cancer may never reach the clinical stage. 

Of great interest as an example of host immunity is the finding of metastatic 
cells in bone marrow, and even in localized intra-epithelial growths that have 
not yet invaded sub-epithelial tissues. At operation, only the great bulk of the 
cancer cells can be eradicated; for cure, the host defense must eliminate the 
remainder. These facts have now been substantiated from several sources (2). 

It has long been known that in any large series of untreated cancer patients 
some will exhibit cyclical growth of the tumor, 7.e., periods of rapid growth, 
alternating with stationary periods or periods of actual regression. Delayed 
recurrences are frequently noted, in which a cancer may appear years later in a 
surgical scar. Occasionally metastases will remain dormant in lymph nodes or 
other vital structures for years without producing overt clinical symptoms. 

There is as yet no completely satisfactory explanation of these prolonged 
survivals, except possibly the phenomenon of host resistance, either general or 
local. There must be a wide variation in individual resistance of patients to 
malignant growths. Otherwise we would have to assume a constantly changing 
growth energy of tumors, which is a less likely possibility. 

Morton and Morton (3) reported a series of cancer cases that ran a chronic 
course. They were unusual, in that the patients had markedly prolonged periods 
of active, useful existence even though the neoplasm could not be completely 
eradicated by surgery or radiation therapy. Since some of the patients lived for 


* Parts I-X of this study have been published in the July, August, November (1956), 
April, May, June, August, October, November (1957) and May 1958 issues of the Journal. 
t Attending Physician, Swedish Hospital in Brooklyn. 
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more than twenty-five years after diagnosis, they could certainly be said to be 
suffering from a chronic disease. 


Il. THE LYMPHOCYTE AS A FACTOR IN HOST-TUMOR ANTAGONISM 


In some cancers, both animal and human, a lymphocytic reaction around the 
growth limits its spread. In many of such tumors that showed spontaneous 
regression, the tumor was surrounded by lymphocytes, plasma cells and con- 
nective tissue. Gaylord and Clowes (4) noted that in rats in which Jensen sarcoma 
implants were regressing, the nodules were surrounded by lymphocytes, plasma 
cells and connective tissue in each instance. Muir (5) observed that in certain 
slowly growing breast cancers, there was a lymphocytic and plasma cellular 
reaction surrounding some of the ducts that contained the cancer cells. Murphy 
(6), especially, championed the lymphocyte as the animal’s defense against tu- 
mors. He was able to implant heterologous tumors in rats in which the lymphatic 
tissues were depleted by heavy x-ray therapy. Recently Toolan (7) extended 
this work, and was able to grow human tumor tissue successfully in hamsters 
that had received x-ray therapy or cortisone, both of which deplete lymphatic 
structures. If the lymphocyte is the guardian of the body against cancer, however, 
one has to explain the frequent occurrence of metastases to the lymph nodes. 
Murphy suggested that in these instances the lymphocytes were exhausted and 
the lymphogenic activity of the nodes was impaired. There is ample evidence 
that the lymphoid reaction is connected with cancer resistance in mice and other 
species. Ribbert (8) noted the association between lymphocytic reaction and 
areas of retrogression in human cancer and MacCarty (9) demonstrated the 
salutary prognostic value of lymphoid reaction in breast cancer. The local 
lymphoid reaction also affects the transplantability of tumors of rats and chick- 
ens. 

Black, Speer and Opler (10) attempted to equate the reasons for the variable 
growth of cancers under the following headings: 1) The intrinsic malignant 
potential of the tumor itself. Under this heading, the authors noted the wide 
divergence between microscopic structure and clinical behavior. Although in 
many instances the biologic behavior of a cancer parallels the degree of structural 
anaplasia, one is often unable to predict the behavior in individual cases. Under 
the circumstances, other influences in addition to the malignant potential must 
perforce modify the clinical behavior of the tumor. 2) Tumor-trophiec factors. It 
is well known that certain clinical states modify the clinical behavior of certain 
cancers, e.g., the effect of pregnancy in increasing the lethality of breast cancer, 
chronic myelogenous leukemia, Hodgkin’s disease and melanoma. 3) Tumor- 
retarding factors. Antibody reaction to tumor tissue plays a significant role in 
biologic host activity against malignant neoplasms. It has also been known for 
years that in some cases of cancer a lymphocytic reaction around the growth 
limits the malignant potential and modifies the clinical behavior. An example of 
such a local retarding factor is the condition known as medullary carcinoma of 
the breast with lymphoid infiltrate. 

In addition, Black et al. introduced a formula for tumor lethality, assigning 
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letters to the 3 components just discussed. In the present state of our knowledge 
of each of these determinants of cancer lethality, we cannot assign proper weight 
to any of these factors. 


lll, EFFECTS OF IONIZING RADIATION (X-RAY AND RADIUM) IN THE TREATMENT 
OF CANCER 


The impression is prevalent that the results obtained in the treatment of 
cancer have not improved. It may be that we do not need more powerful sources 
for the production of ionizing radiations, but rather a better knowledge of the 
physiologic effects of those that we already possess. It seems worth while to 
review some of the old work as well as some of the recent work on the effect of 
ionizing radiations on the tumor, and on the host bearing the tumor. In our 
anxiety to destroy the tumor cells, we use the maximum “‘safe’’ dose of radiation. 
In so doing, we may destroy the patient’s immunity responses, so that ultimately 
the tumor may recur. 

Many of the early authors attempted to immunize the host by differential 
amounts of radiation applied to the tumor. It would seem that some of the 
principles discovered would warrant careful study. Wedd, Morson and Russ (11) 
noted that in rats they could produce immunity to transplanted tumors by 
inoculating the rats first with tumor material treated with x-rays in vitro. The 
animals were apparently permanently protected. The immunity was acquired 
even though the irradiated tumor cells did not develop into a tumor. The Russ 
group attempted to quantitate the radiation given to the tissue, but they did not 
have the sensitive instruments known today. They subjected tissue to twice the 
amount of radiation that would prevent the development of tumors when ir- 
radiated tissue was used to inoculate normal rats. They found the best protection 
when the immunizing dose was given six to eight weeks before transplantation of 
the tumor. 

Asa result of these experiments, Kellock, Chambers and Russ (12) attempted 
to immunize human subjects against their own neoplasms, using an amount of 
radiation on the tumor graft that they felt would permit retention of immunizing 
power but would abolish growth. Twelve patients were treated by the removal of 
their tumors and by the injection of part of the irradiated cancer material. Five 
of the patients died, but the remainder were in comparatively good health at the 
time of publication of their article. Although the results in these patients could 
not be considered spectacular, the experiment seemed to contain the germ of a 
good idea. 

Wood and Prigosen (13) showed that treatment with tumor cells devitalized 
by x-rays and radium did not prevent successful inoculation with a vigorous 
tumor. They criticized the small number of animals used by Russ and his col- 
leagues and also the type of tumors. Wood and Prigosen used energetic neoplasms 
and found that irradiated tissues neither protected against inoculation nor 
retarded the growths already present. They expressed their strongest disapproval 
of the use of this method in human subjects. 

The solution to this interesting controversy came through the work of Anna 
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Goldfeder (14), reported in several papers from 1940 to 1946. Briefly, she found 
that the agent present in the cells of mouse sarcoma 180, which produces re. 
sistance in mice of the same tumor strain, was totally destroyed by irradiation 
with a dose of 6000 roentgens (r). A similar dose prevented the proliferation 
in vitro of the same tumor strain. A radiation dose of 4000 to 5000 r prevented 
proliferation in vivo of irradiated implants of sarcoma 180. Although no active 
tumor proliferation could be detected, these mice subsequently became resistant 
to viable, non-irradiated transplants. The dose of 6000 r destroyed the proliferat- 
ing power of the tumor cell as well as the immunizing power; but the smaller 
dose, even though it prevented a detectable tumor, did not prevent immuniza- 
tion. Goldfeder states that in her experiments the amount of radiation was 
exactly defined and was entirely reproducible, whereas in the experiments of 
Wedd, Morson and Russ and even in the study of Wood and Prigosen, the radia- 
tion dosage was approximated. She also commented on the studies of Kellock, 
Chambers and Russ with human subjects whose radiation dosage was twice the 
amount needed to kill the malignant cell in vitro. Cell viability may thus have 
been destroyed, and also a great deal of the immunizing power. She suggested 
that the delay in the appearance of metastases following regression of an ir- 
radiated primary growth may be due to a temporary immunity produced by the 
disintegrated tumor cells. This induced immunity may wear off in time, allowing 
the dormant tumor cells to proliferate again. 

A monumental piece of work was done by J. B. Murphy (6) and his group, 
who used x-ray therapy to deplete the lymphatic system of the host. Experiments 
to test the importance of the lymphoid reaction in tissue grafting and in re- 
sistance to cancer had to wait until methods were developed to vary the amount 
of lymphoid tissue. Murphy and his colleagues showed that lymphoid tissue could 
be practically depleted by repeated small doses of x-ray radiation and could be 
stimulated by single small doses of x-rays, dry heat or unsaturated fatty acids. 

Murphy showed experimentally that the lymphoid elements are important in 
cancer immunity. By studying natural progress in a tumor transplant, Murphy 
found that in a resistant host there was a local infiltration of round cells about 
the graft. The local reaction was accompanied by a marked increase in circulating 
mononuclear cells, and by an increased proliferation of the lymphogenic centers. 
In a susceptible host that supported a growing tumor, the lymphoid tissue showed 
marked degenerative changes. Murphy was able to show that the experimentally 
produced variation in the amount and activity of lymphoid tissue was ac- 
companied by a variation in the resistance of the animal to cancer. 

The number of lymphocytes present in an animal prior to tumor transplanta- 
tion is not an important factor. The degree of success in resistance depends on 
whether the animal can produce more cells or not. Again, the production of 
lymphocytosis must be associated with increased function of the lymphogenie 
tissues to be effective. Increasing the number of lymphocytes by causing the 
spleen to contract through drug therapy does not increase resistance. 

Murphy showed that a dose of x-ray therapy sufficient to deplete the lymphoid 
system, lowers the resistance of mice to tumor transplants. He wondered whether 
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intensive x-ray therapy might not interfere with the defensive mechanisms, 
eg., tumor immunity, in man. The data in his series of articles seem to indicate 
clearly that large doses of radiation, even though they may favorably affect the 
local tumor implant, may adversely affect any immune reaction that may be 
present. 

Duran-Reynals (15) found that cortisone caused inhibition of the primary 
growth of a chemically-induced transplantable tumor, but simultaneously caused 
the development of metastases and the provocation of a generalized infection 
by latent saprophytic bacteria. Duran-Reynals commented that both the 
bacterium and cancer cell can be observed to be subject to the same influence, 
apparently following the same laws. Murphy had also noted the similarity of 
behavior of bacterial cells and cancer cells, both dependent on the lymphocytic 
reaction. Duran-Reynals likened the production of carcinomatous metastases to 
the formation of secondary abscesses in the course of septicemia,—presumably 
subject to the same rules. Cortisone appears to be similar in some of its effects to 
total body irradiation. Although irradiation in moderate doses applied to the 
cancer site may suppress the primary tumor, if used in excessive dosage (com- 
parable to that used in total body irradiation) it may conceivably predispose to 
the formation of metastases. The effect of total body irradiation on the immune 
mechansim in experimental animals, as judged by the antibody response to 
injected antigens, has been documented many times. 


IV. CAN THE BODY PRODUCE ANTIBODIES TO A GROWING CANCER? 


Lumsden (16) injected 1 per cent formalin into growing Jensen rat tumors 
daily until the tumors ceased to grow. Regression started in about five days. Of 
43 animals cured in this manner, 40 were immune to subsequent challenge inocu- 
lation. 

Lumsden felt that autovaccination aided the natural protective mechanism 
possessed by each animal. He stated that the rare, but well authenticated cases 
of spontaneous recovery in human cancers justified the hope that the body 
resists malignant invasion of its tissues by a mechanism comparable to that 
evoked by transplanted tumors. 

A great many modern observers agree that antibody production by the host 
does occur after tumor inoculation—but not after all inoculations, and not in all 
animals, even of the same strain. The reason for this lack of uniformity is un- 
known. 

In recent years, great interest has been shown in the methods of inducing 
tumor immunity demonstrated by Aptekman, Lewis and their associates (17). 
From this brilliant work, it may be concluded (18) that the optimum conditions 
for the development of immunity are: 

1. The tumor must grow in the host. 

2. The tumor must die in the host. 

3. The tumor tissue must degenerate under conditions that permit slow 
absorption of the degeneration products. 

Recently Graham and Graham (19) were able to demonstrate antibodies in 
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human subjects with carcinoma, by the complement fixation technique. They 
used the patient’s tumor as antigen and the patient’s serum as the source of 
antibodies. In 12 of 48 patients there were significant titers ranging from 1:16 to 
1:128. 


V. INFLUENCE OF THE THYROID HORMONE ON CANCER 


Many tumors, besides being estrogen-dependent or androgen-dependent, may 
also be thyroid-dependent. The effect of the thyroid on tumors may be expressed 
either directly or through inhibition of the pituitary gland by thyroid hormone, 
for which there is good experimental evidence. There is also interesting geo- 
graphic evidence linking the presence of thyroid dysfunction with the incidence 
of malignant disease. Spencer (20), in comparing the geographic incidence of 
goiter with that of cancer, found that in many instances they coincided. For 
example, the incidence of cancer in Belgium is lower than in Holland, and the 
incidence of goiter is likewise lower. 

The thyroid hormone has a reciprocal action with the pituitary hormone. 
The pituitary gonadotropic hormone stimulates the ovary to produce estrogen; 
but when the blood level of estrogen rises sufficiently, it inhibits the secretion of 
the gonadotropic hormone. In like manner, a low level of thyroxine in the blood 
will act as a stimulus to the secretion of pituitary thyrotropic hormone, but a 
high level of thyroxine will act as a brake on the secretion of thyrotropic hor- 
mone. Both thyroxine and the sex hormones act to suppress the activity of the 
pituitary gland. 

Administration of thyroxine lowers the sarcomagenic action of dibenzanthra- 
cine, whereas administration of thiouracil markedly increases the action. 

Since thyroxine has been found to have little or no effect on the growth of 
already established tumors, e.g., transplanted sarcomas, Bather and Franks (21) 
feel that it may play an important part in the normal cell’s defense against 
chemical sarcomagenesis by increasing the metabolic destruction of the careino- 
gen. 

Loeser (22) employed thyroid hormone for prophylactic treatment. after 
operations for breast and genital cancer. He cites figures to show that hyper- 
thyroid patients rarely suffer from cancer. After partial thyroidectomy (when 
about seven-eighths of the gland is removed) a greater number of breast and 
genital cancers develop in women between 40 and 60 years of age than in the 
general population of the same age group. Cancer develops in almost 0.5 per cent 
of hyperthyroid patients, but in about 7 per cent of thyroidectomized patients 
according to Loeser’s study. 

Crile (23) believes that some well differentiated cancers of the thyroid can be 
controlled by thyroid therapy. A dosage of 3 to 4 grains daily is required. This 
presumably furnishes so much thyroid hormone that the secretion of thyroid- 
stimulating hormone by the pituitary is depressed. Then the thyroid gland, 
deprived of pituitary stimulation, atrophies. 
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vi. IS THE PATIENT WHO HAS RECOVERED FROM ONE CANCER, PREDISPOSED TO 
THE DEVELOPMENT OF ANOTHER? 


Peller (24), using statistical methods, found that in patients who had certain 
occupational cancers, fewer cancers of other organs developed thereafter. There- 
fore, he believed that cancer in one organ causes the development of immunity 
in other organs. In a later study (25), using material from the U.S. Navy, Peller 
and Stephenson found an increased incidence of lip and skin cancer because of 
increased exposure to the sun’s rays, but a greatly diminished incidence of cancer 
in other organs. 

Conrad and Hill (26) considered Peller’s conclusions to be very interesting and 
important and felt that the occupational mortality statistics of England and 
Wales (used by Peller) should be studied in greater detail. Conrad and Hill 
concluded that analysis of statistics involving occupations in relation to their 
own social classes did not reveal any inverse association between the incidence 
of skin and lip cancers and the incidence of cancers in other sites. On the con- 
trary, although there were exceptions, a slight direct association was noted, 7.e., 
occupations in which there was a relatively high incidence of skin and lip cancer 
also showed an excess of cancers in other sites. 

Bugher’s (27) calculations indicated that the expected mortality “of cancer 
deaths showing double primaries” was 1.63 per cent for males and 1.58 per cent 
for females. These figures were based on chance alone. Many reports of autopsy 
series give much higher figures. Bugher found 30 cases of multiple primaries in 
983 cases of cancer, an incidence of 3.1 per cent. Welch (28) believed that the 
incidence of multiple primary cancer is greater than could be expected on the 
basis of chance alone, and that if this fact were recognized, it would afford the 
patient the possibility of another surgical cure by avoiding the erroneous diagno- 
sis of metastases. Knowing that multiple malignancy is a strong possibility, 
Welch cautioned that the cancer returnee should have more than a routine 
check-up for the detection of recurrence; he should undergo a thorough search 
for a possible second malignancy. 

Mider and his co-workers (29) suggested that the custom of fitting all the 
patient’s symptoms into one disease entity be revised, especially if the patient 
has had cancer. They stated that in a significant proportion of the cancerous 
population other diseases develop, as well as other cancers that are not related 
to the initial cancer. 

Barrett and his co-workers (30) noted an intriguing point in their review of a 
series of multiple primary cancers. It appeared that the average time interval 
between the initial and subsequent primary lesions, confined to the large bowel, 
Was seven years and four months. However, when the second primary lesion in- 
volved the ovary, the time interval was only seven months. In their experience, 
the latter combination had the poorest prognosis of any—suggesting the advis- 
ability of prophylactic castration in all female patients with carcinoma of the 
gastro-intestinal tract at the time of initial resection. 
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These authors also noted that about 30 per cent of their cases of multiple 
primary carcinoma involved the breast and reproductive organs—the ovaries 
in 3 patients and the cervix in 8 patients. Thus, it is well to watch the other 
reproductive organs following treatment for carcinoma of the breast. If castration 
is considered, it should be induced by surgery rather than by x-rays. 

In 2502 cases of cancer of the lung observed at Memorial Center in New York, 
over a period of twenty-eight years, there were 81 instances in which the lung 
tumor was one of two or more separate primary lesions—an incidence of 3.2 per 
cent. Cahen (31) came to the following conclusions from this survey: 1) In every 
patient with a known malignant tumor, a special search should be made for g 
possible second primary tumor. 2) Every so-called solitary lesion occurring in 
the lung of a patient with a previously removed tumor should be considered as 4 
second primary tumor, unless this diagnosis can be disproved. There is a 3.5:] 
chance that a solitary pulmonary shadow is a second primary growth rather than 
a metastasis. 3) A second nodule in the lung should not deter radical surgery of 
the other lesion, or in fact of either lesion. 4) The close association between 
carcinomas of the head and neck and separate primary lesions in the lung should 
lead to search for one or the other, when either is diagnosed. 


VII. THE RETICULO-ENDOTHELIAL SYSTEM IN RELATION TO MALIGNANT NEOPLASMS 


Jacobsen (32) cited data which purported to prove the low incidence of 
malignant disease in patients who had been victims of a common infectious 
process (for example, active tuberculosis or osteomyelitis) or in patients with a 
history of typhoid, paratyphoid, scarlet fever or diphtheria. He felt that a 
patient is better able to cope with malignant disease when the reticulo-endo- 
thelial system (RES) is stimulated or chronically irritated by sufficient severity 
or by a sufficient number of these infectious diseases. According to Jacobsen, the 
present increase in malignant morbidity is due to a decreased power of the 
reticulo-endothelial system to cope with cancer noxae, and cancer may be 
regarded as a disease of the reticulo-endothelial system. Activating the reticulo- 
endothelial system may be one way to prevent cancer. 


Enhancement of RES Function with Choline 


Various procedures, including whole body irradiation (33) and administration 
of cortisone (34), have been shown to depress the RES. Some substances, such as 
trypan blue, apparently cause RES damage and then produce a hyperfunctional 
state (35). It has been reported that various other substances, such as anti-reticu- 
lar cytotoxic serum (ACS) and histamine, stimulate the RES; the practical value 
of ACS in stimulating the RES remains somewhat in doubt. It has been shown 
that choline induces hyperfunction of the RES (36). 

It was shown by Chevremont (37, 38) that choline stimulates formation of 
histiocytes in tissue cultures. Heller (36), using the rate of phagocytosis o 
radioactive chromium phosphate as a test of function, demonstrated that choline 
caused a 100 per cent rise in the functional activity of the RES compared to that 
in saline-injected controls. Heller (34) further showed that the depressing effect 
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on the RES of 0.25 mg. of cortisone can be completely abolished by administra- 
tion of an adequate dose of choline. 

Thus it was of great interest that several German investigators (39) claimed 
that choline was of benefit in the treatment of carcinoma, either alone, or as an 
adjuvant to radiation therapy. However, these authors presented a distinctly 
different rationale for the use of choline in cancer therapy. The first perceptible 
histologic changes occurred after administration of about 60 to 80 grams of 
choline. The tumor complexes became more sharply demarcated from the sur- 
rounding tissue, and there was also proliferation of connective tissue. Collections 
of inflammatory cells, chiefly leukocytes, were seen in the immediate neighbor- 
hood of the tumor-cell complexes. Becker (39) thought that choline combines 
with the malignant cells and produces macroscopic and microscopic changes, and 
may also act indirectly on the vegetative nervous system. 

Whatever the explanation given by the German authors for the efficacy of 
choline as adjuvant therapy in human carcinoma, their reported results com- 
mand attention. A controlled clinical trial is indicated. 


Treatment of Malignant Tumors by Bacterial Toxins 


The treatment of malignant tumors by bacterial toxins is based on the fact 
that neoplasms have been known to regress during periods of acute bacterial 
infections, principally erysipelas, but also acute tuberculosis and smallpox. 
In many cases, the inhibitory action was powerful enough to cause complete 
regression, and in some cases there were no recurrences. Several cases of ‘“‘spon- 
taneous regression”? of cancer have been associated with the development of 
spontaneous or induced erysipelas infection in the tumor or in the wound, or 
with the use of Coley’s toxins (40). 

It would prove of great value if the status of the reticulo-endothelial system 
(RES) could be measured accurately in patients with cancer. This has been 
attempted with the Congo Red test (41). Congo Red, a colloidal dye, is stored 
by the RES cells. Using this test, Stern (41) found impairment of function of the 
RES in 86 per cent of a series of cancer patients; in 14 per cent, however, he 
could not account for the normal values. 


VIII. PRACTICAL CONSIDERATIONS IN THE CARE OF CANCER PATIENTS, BASED 
ON THE HOST RESISTANCE TO CANCER 


If the concepts of a variable growth rate and occasional “‘spontaneous”’ arrest 
or regression of cancer are tenable, certain practical conclusions may be drawn, 
even in the light of our present limited knowledge (42). 

In planning treatment of the individual cancer patient, the surgeon must 
estimate the biologic activity of the neoplasm. This can be roughly determined 
from the history, physical and x-ray examination. If the tumor appears to be of a 
slow-growing type, an extensive surgical procedure is justified. At best, however, 
we can make only a crude approximation of the length of time a cancer has been 
present. 

When a cancer recurs locally, or a solitary metastasis develops a year or more 
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later, an additional extensive operative procedure would also appear to be war. 
ranted. The longer the interval between the original operation and a recurrence 
or the development of a solitary metastasis, the more one is justified in urging 
additional surgery. 

When the surgeon finds a large local lesion without spread to the regional 
lymph nodes, he should consider an extensive procedure, even if at first glance 
the tumor appears inoperable. In such a case, the lack of distant metastases may 
mean that the patient has a great deal of natural resistance. This fact may war- 
rant a more radical procedure. 

Even if there is local involvement of the lymph nodes and some distant spread, 
resection of the primary lesion is justified in order to avoid further spread and 
to allow the lymph nodes to pick up additional cells without being overwhelmed, 
In cancer of the face and tongue, and perhaps elsewhere, there is some evidence 
that resection of the lymph nodes should be performed at a later date; this 
allows the lymph nodes to pick up cancer cells in transit. 

In the event that both local recurrence and distant metastases are present, one 
is still justified in operating on the recurrence, provided the metastases are grow- 
ing slowly. Many months of comfort may follow such a procedure. 

Radical mastectomy has been thoroughly accepted as the procedure of choice 
in the treatment of mammary cancer. This form of treatment is based on two 
assumptions: 1) that cancer spreads almost entirely by way of the lymphatics, 
and 2) that the spread is by unbroken growth within the lymph vessels, so that 
the cancer and its ramifications form a continuous whole. If these theories be 
true, then a cancer and its metastases may be removed by cutting beyond the 
neoplasm into healthy tissue. This was the theory of block dissection introduced 
by Halsted and Handley over half a century ago. This theory is now no longer 
tenable. 

Cancer cell emboli do travel along lymph vessels to lymph nodes adjacent to 
the cancer, but they often travel far beyond this point. Gatch and Culbertson 
(43) demonstrated microscopic foci of cancer in axillary fat that had been pro- 
nounced free of cancer by careful inspection and palpation. They also found 
microscopic cancer in a number of breasts removed because of benign lesions. 
Such cancers, although too small to be felt, may already have distant metastases. 
Since it is a fact that breast cancer kills, not by its local growth but by its metas- 
tatic growth, one wonders at the attempts to introduce wider and wider dissection 
for the treatment of breast cancer. 

Gatch and Culbertson still believe the radical Halsted operation to be the 
best method for the treatment of breast cancer, but they caution against expect- 
ing the technique to be curative. 

Crile (44) doubts that any presently known treatment will often prevent the 
distant spread of cancer of the breast. He feels, therefore, that the surgeon must 
accept more responsibility to control cancer with the least amount of harm to 
the patient, and that in many cases the patient will be better served by simple 
mastectomy rather than by the radical procedure. 

In rebuttal, Elman (45) noted that although radical mastectomy leaves much 
to be desired, the evidence for the superiority of simple mastectomy is not 
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convincing. He called for further critical evaluation of both types of treatment. 

With regard to the use of hormones, e.g., in cancer of the breast, treatment 
should be restricted to established lesions, rather than given in anticipation of 
metastases. The action of hormones is not wholly predictable, as indicated by 
the fact that in young women androgens are used whereas in women past the 
menopause, estrogens may give better results. Androgens are advised for 
secondary bone lesions, and estrogens are considered better for soft-tissue re- 
currences. 

In the prophylactic use of postoperative x-irradiation, Dunphy (42) thinks it 
may be better to wait until there is a recurrence rather than apply this treatment 
immediately after the initial operation. Radiation, as is well known, can also 
induce carcinoma. This ambivalent action is also shared by other therapeutic 
agents for carcinoma. 

From the work of Lumsden (16) and of Lewis and Aptekman (17), as well as 
from the work of Strauss, Saphir and Appel (46), it can be stated that when a 
successfully growing transplanted tumor undergoes necrosis and resorption, 
certain substances are absorbed by the animals which render them immune to 
further challenge tumor implants. 

Strauss and his colleagues (46) reasoned that each person has his own varying 
resistance to his own cancer, and that this plays a vital role in the length of 
survival. They felt that normal resistance can be augmented when the tumor 
undergoes necrosis and subsequent absorption. 

Since 1913, Strauss and his associates have used electrocoagulation in the 
treatment of carcinoma of the colon and rectum in approximately 250 patients. 
Their results have been excellent. Of the 250 patients, 75 per cent survived more 
than five years, 15 per cent more than ten years, and 15 per cent lived out a 
normal life span. These authors believe that electrocoagulation causes mechanical 
destruction of the cancer, but that is also elicits the formation of antibodies, 
which then probably prevent further progress of the disease. They feel that this 
immunity acquired in man during electrocoagulation is not as absolute as the 
immunity described for animals. It appears to be only relative and may need 
augmentation. This deficiency may be due to 1) incomplete coagulation, 2) in- 
complete destruction of the blood supply to the tumor, or 3) an inadequate 
amount of antibodies released by the tumor. To augment the immunity, the 
authors feel that Coley’s toxins should be given. 

Whenever a neoplasm is beyond treatment by surgical excision or radiation, 
it should be left untreated if it appears to be quiescent. If the lesion is spreading, 
palliative treatment can be given. 

Since a case can be made for predisposition to cancer in certain persons, it is 
mandatory that the physician carefully screen cancer patients in the follow-up 
study in order to detect a second primary lesion, should it occur. This is especially 
important in view of the increasing number of recoveries following operation on 
the initial cancer. By the same token, aggressive surgical treatment of each new 
primary lesion may result in a startling increase in longevity in the occasional 
patient. 

Barrett and his associates (30) have suggested performing an oophorectomy 
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along with colectomy in the surgical treatment of cancer of the bowel in a female. 
Similarly, because they found several second primary cancers of the ovary jp 
some of their breast-cancer patients, they recommended surgical castration 
rather than x-ray castration. 

In the large series of cases of cancer of the lung studied at the Memorial Hospi- 
tal by Cahen (31), second primary neoplasms were found in 3.2 per cent of the 
patients. In 36 of 81 instances of second primaries, the site was in the head and 
neck region; and in 18 of these 36 the growth was in the oral cavity, especially 
in the extrinsic and intrinsic larynx. Cahen conjectured that there may be a 
common etiologic factor in these two lesions. 


IX. ILLUSTRATIVE CASE 


A recent case of Stoloff and Lattimore (47) illustrates some of the points 
mentioned here: 


In 1937, a 59-year-old patient was operated on, and a well defined carcinoma of the py- 
lorie end of the stomach was found. It was readily removable and no metastases to the 
lymph nodes or liver were noted. A Billroth II resection was performed. Microscopic exam- 
ination revealed a well differentiated adenocarcinoma of the pylorus. 

In 1946, ten years later, the patient was again admitted with symptoms suggesting 
pneumonia, but no symptoms referable to the gastro-intestinal tract, except marked 
anemia. The pneumonia rapidly cleared. X-ray examination and gastroscopy revealed a 
small, bleeding, cauliflower-like growth in the stomach. 

At operation, a hard tumor was felt in the posterior portion of the stomach, near the old 
anastomosis. Two-thirds of the remaining stomach was removed. Several lymph nodes were 
removed also, because of suspected involvement. The gastric specimen contained a cauli- 
flower-like mass just above the old anastomosis. One of the lymph nodes exhibited metas- 
tasis. 

Because of the long symptom-free interval, the surgeon obviously was justified in per- 
forming a very radical operation. 

From 1946 to 1952 the patient was apparently well, but in the period 1952-1953 suffered 
from anorexia and weakness and lost 22 pounds in weight. In July 1953, gastro-intestinal 
x-ray examination did not reveal any abnormalities. In September 1953, another x-ray 
study showed a large filling defect in the fundus of the remaining portion of the stomach. 
In November 1953, the patient was operated on again, and a large fungating lesion was 
removed along with the remainder of the stomach. On microscopic examination, the lesion 
proved to be medullary carcinoma. Several lymph nodes, also removed, showed metastases. 
The patient was comparatively well two years after the third operation, and had gained 4 
pounds in weight. 


In this case the last 2 operations showed involvement of the lymph nodes, 
yet the patient was still alive nine years following the second operation, and two 
years following the third. The lymph nodes, although themselves involved, may 
keep the disease clinically dormant for an extended period of time. Stoloff and 
Lattimore mention a case reported by Dr. Finney, whose father resected an 
adenocarcinoma of the stomach in a patient who died seventeen years later from 
tuberculosis. At autopsy, 6 lymph nodes under the diaphragm were found to 
contain adenocarcinoma, but they had caused no clinical symptoms. This 
represents a remarkable degree of latency. No doubt if the patient had lived 
long enough, the carcinoma would have become active again. Under such circum- 
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stances, the procedure of Wangensteen (48), in which the patient with cancer is 
re-operated on about six months later, has much to recommend it; the lymph 
nodes might thus be given an opportunity to pick up cancer cells in transit. 
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THE COMBINATION OF TRANQUILIZER, SYMPATHOMIMETIC 
DRUG AND VITAMINS IN THE TREATMENT OF ELDERLY 
PSYCHOTIC PATIENTS 


LIONEL H. BLACKMAN, M.D.* ABRAHAM GLENN, M.D.+ 
AND LEON OLINGER, M.D.+ 


Lakeville Medical Center, New Hyde Park, N. Y., and 
Brooklyn State Hospital, Brooklyn, N.Y. 


One of the major problems in medicine today involves our older age group 
(1). As medicine progresses our population lives longer. Cancer, heart disease 
and other maladies prevalent in the aged are being observed in medical practice 
in ever-increasing amounts. 

The physician treating the geriatric patient must also be concerned with the 
concomitant syndromes so frequently seen in the elderly, involving physical 
debility, confusion, poor memory, lassitude, depression, agitation and various 
sensorial changes. These symptoms are by no means universal or predictable in 
their occurrence. However, they appear frequently enough to command our 
attention. It is this group with which our study is concerned. 

Perhaps the second largest problem in state hospitals, next to that of the 
schizophrenias, concerns the group of mental diseases found in older patients 
(2), namely, senile psychosis, psychosis with cerebral arteriosclerosis, and in- 
volutional melancholia. For years this growing problem has been recognized and 
attempts have been made at alleviation of the patients’ suffering. 

The value of vitamins in the treatment of the physical debility of mental 
patients was recognized in the early 1930’s, when these materials became readily 
available (3). Consequently, therapeutic vitamin formulae have become almost 
routine therapy for the aged, both in the hospital and in private practice. For 
some time, vitamin therapy stood almost alone as a tonic. Patients received 
custodial and nursing care, as well as attention to their physical ailments. Psy- 
chotherapy was considered impractical because of age and the large number of 
patients. 

With the introduction of the newer sympathomimetic drugs, notably the 
amphetamine group, a new therapeutic tool was forged for geriatric practice. 
These drugs elevated the patients’ mood and frequently made them more ac- 
tive and cooperative. 

More recently, a group of drugs called tranquilizers has been developed—for 
example, reserpine, chlorpromazine and meprobamate. They have enjoyed 
rather wide use among the patients we are describing and, when used individually, 
have been found effective in treating agitated or hypertensive states. Some 
major difficulties accompanying their use include the following: 1) lethargi¢ 
patients can easily become profoundly depressed, and 2) patients suffering from 


* Lakeville Medical Center. 
+ Supervising Psychiatrist (Sept. 1956) at Brooklyn State Hospital. 
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agitated depression, notably in the involutional states, can also become “over- 
tranquilized” and depressed. 

As early as 1939, it seemed logical to combine a barbiturate with amphetamine 
to reduce the side-effects of overstimulation (4). Likewise, it seemed logical to 
us to combine an amphetamine-type preparation with the tranquilizers, in 
order to prevent ‘‘overtranquilization.”’ 

In developing an optimal therapeutic formula! for psychotic geriatric patients 
it was decided to combine reserpine (one of the best of the tranquilizers (5)) 
with d-amphetamine sulfate, and vitamins. This preparation was first used in 
a limited number of patients. It produced effects corresponding to each of the 


¥ constituent drugs, but in addition there seemed to be a synergistic action. The 

- results were so encouraging that they stimulated our present study at Brook- 

7 lyn State Hospital. 

he METHODS 

val Of the 140 elderly psychotic patients in this study, 39 were males and 101 were females. 

US The males, whose ages were between 47 and 84 (average, 66 years), had all been in the hos- 

in pital over six months. The females, whose ages were between 55 and 95 (average, 75 years), 

yur were studied on the reception service of Brooklyn State Hospital and had all been in the 
hospital less than six months. Of the group of 140 patients, 71 had senile psychoses. The 
other diagnoses were as follows: psychoses with cerebral arteriosclerosis 28, dementia 

he praecox 10, manic depressive psychoses 6, involutional psychoses 19, psychoses due to 

nts syphilis 3, aleoholic psychoses 2, and post-traumatic psychoses 1. In all of these elderly 

in- patients the prognosis was relatively poor, and there were unlikely to be any sudden 

nd changes. Initially, all these patients received physical and mental examinations. Our 
protocol was as follows: 

tal Physical examination (physiologic observations) 

lily 1. Nutrition. The nutritional state was determined by the doctors periodically, observ- 

ost ing color, weight and appetite of each patient. 

or 2. Muscle strength—as indicated by the patient’s ability to get out of bed and engage 

ved in the routine ward activities. 

sy- 3. Blood pressure was checked daily. 

a 4. Sphincter control was assessed on the basis of the nurses’ daily observation of the 
patient’s continence or incontinence. 

the Mental examination 

ps: 1. Attitude and affect. Sociability, cooperation, activity and initiative were determined 
by doctors and nurses observing each patient’s cooperation in ward activities and his inter- 
personal relationships with other patients and ward personnel. 

for 2. Self-care and personal appearance. 

ved 3. Mental grasp (sensorium). 

lly, 4. Symptoms noted: 

ens a) Depression 

b) Assaultive behavior 
rgie Delusions 
om 


‘ A combination of reserpine, d-amphetamine sulfate, and a therapeutic vitamin formula. 
This preparation was developed and supplied by Premo Pharmaceutical Labs., Inc., 111 
Leuning Street, South Hackensack, New Jersey, under the name Vita Respital. 
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TABLE 1 
Summary of Observations on 140 Patients 
| 


73 Patients Receiving 
Medication 


| 


Nutrition 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


Sphincter control 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


Muscle strength 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


Sociability 


5 Greatly improved 
67% 11 Moderate improvement 
27 Slight improvement 
21 No change 
9 Discontinued 


Cooperation 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 
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TABLE I—(continued) 


73 Patients Receiving 67 Patients Receiving 
Medication ebo 


Activity 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


Initiative 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


Self-care and appearance 


Greatly improved 
Moderate improvement 
Slight improvement 
No change 
Discontinued 


(4 


w 


d) Hallucinations 
e) Others 

Our studies were conducted over a period of ten weeks. The status of the patients was 
graded as follows: 3 plus—greatly improved; 2 plus—moderately improved; 1 plus—slightly 
improved; zero—no change. The items in the protocol were divided into 2 main groups, one 
pertaining to the physical condition and the other pertaining to the psychiatric profile of 
the personality structure. Patients were examined by the psychiatrists at the end of each 
week, and were observed daily by the nurses who administered the medication three times 
a day, at 7:45 a.m., 11:45 a.m. and 3:45 p.m. 

The 140 patients were divided into 2 main groups—73 received the medication? and 67 
received placebo. A double blind technique was employed, so that neither the persons who 
administered the drug nor the patients knew who was getting medication and who was 
getting placebo. The placebo and drug appeared identical. 


RESULTS 


Table 1 shows that in 55 of the 73 patients receiving the medication there 
was improvement of the nutritional status; and in 42 of these there was an in- 
crease in weight, ranging from 2 to 13 pounds. Over 86 per cent of the 73 patients 


? Vita Respital. 
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PERCENTAGE IMPROVEMENT 


ACTIVITY 


Figure 1 


experienced an increase in appetite. These findings become even more significant 


when contrasted with those in the group of patients receiving placebo. In the 
placebo group, only 12 patients out of 63 showed slight improvement, and there 
were no noteworthy increases in weight. The percentages of improvement are 
shown graphically in Figure 1. The ward nurses noted that sphincter control 
was improved in 27 per cent of the patients who were incontinent and receiving 
medication, but in only 8 per cent of those receiving placebo. Muscular strength 
showed the least change; there was 39 per cent improvement in those receiving 
medication versus 30 per cent in those receiving placebo. The psychiatrists 
observed that whereas 30 per cent of the placebo patients improved in social 
attitude and inter-personal relationships, up to 67 per cent of the patients re- 
ceiving the therapeutic formula improved in this respect—more than double the 
number. 

The results in the next 4 categories in Table 1 indicate the distinct difference 
between the patients receiving the drug and those receiving placebo. There was 
great improvement in cooperation, activity, initiative and self-care in the pa- 
tients receiving the drug—ranging between 41 and 56 per cent. This is in decided 
contrast with the amount of improvement in the same categories for the patients 
receiving placebo—ranging between 10 and 17 per cent. 

There were no significant changes in blood pressure. Thirteen patients were 
dropped from the series for reasons unrelated to this study; for example, they 
were found to have tuberculosis or heart disease and had to be transferred for 
treatment of the special condition, or, they simply refused to take the medica- 
tion. 
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Some findings were less significant, but none the less interesting. Approxi- 
mately 10 per cent of the group receiving medication needed no sedation, whereas 
it had been required previously. About 8 per cent showed improvement of sen- 
sorium and about 12 per cent were less depressed. 

Apparently the medication had a cathartic effect. Among the patients who 
previously required cathartics, not one complained of constipation while taking 
Vita Respital. As constipation is an annoying symptom in the older age group, 
this result was very satisfactory. Trophic changes improved in 2 patients. There 
were no untoward reactions due to the combination of drugs that would not be 
anticipated from the known properties of the individual constituents. 


SUMMARY 


A study is presented of a new drug preparation (Vita Respital) in the treat- 
ment of a group of aged psychotic patients; the double blind, placebo technique 
was used. The drug, a combination of reserpine, d-amphetamine sulfate and 
vitamins, was developed as a logical combination of these proved therapeutic 
agents in the treatment of geriatric patients. Clinical observations suggested a 
synergistic action of the ingredients—perhaps because improvement of the 
patients’ physical condition enhanced utilization of d-amphetamine and reser- 
pine, or because improvement of the patients’ mood and cooperation due to 
d-amphetamine and reserpine resulted in better metabolism of their nutriment. 

The improvements observed in the medication group were: 86 per cent in 
nutrition, 27 per cent in sphincter control, 39 per cent in muscle strength, 67 


per cent in sociability, 50 per cent in cooperation, 56 per cent in activity, 45 
per cent in initiative, and 41 per cent in self-care—in contrast to 19, 8, 30, 30, 
10, 17, 13 and 10 per cent, respectively, observed in the placebo group. 

These results are encouraging for further use of this drug combination in 
elderly psychotic patients, and in the geriatric patient seen in private practice 
who is not so severely ill as the hospitalized patients in our study. 
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Abstracts of Current Literature 


MANAGEMENT OF GERIATRIC CONSTIPATION. 
Coodley, E. Clin. Med. 4: 1509 (Dec.) 1957. 


In elderly patients, the problem of constipation assumes greater importance. Some 
diseases aggravate the tendency. Other things that induce constipation include the de- 
hydrating effects of diuresis in patients with cardiac disease, limitation of activity, in- 
hibition of the abdominal musculature because of fear of pain through straining by patients 
with angina, lack of exercise and large doses of salicylates in arthritic patients, the ingestion 
of antacids by persons receiving steroid medication or an ulcer regimen, the tendency of 
antihypertensive drugs to produce impaction, bland diets, and lack of consciousness of 
bowel function in elderly patients with cerebral arteriosclerosis. Constipation in the elderly 
should ideally be managed by an adequate diet and fluid intake and with education as to 
good bowel habits and the causes of constipation. However, such management is not always 
possible, particularly in elderly persons who are debilitated and confined to bed. Therefore, 
a cathartic may prove helpful in chronic constipation. Few of those available are suitable 
for use in elderly persons, the drawbacks being cited. Veracolate, a preparation containing 
bile salts, phenolphthalein, cascara, and oleoresin capsicum was tested for effectiveness 
in constipation in 55 sanitarium patients between the ages of 60 and 100 years. Each patient 
received 1 Veracolate tablet three times daily. They were observed during a contro! period 
before starting the use of the medication. Two courses of Veracolate were given and 2 courses 
of the patient’s customary laxative, in order to compare effectiveness. The results were eval- 
uated by the number and character of the bowel movements. An excellent response to 
Veracolate was obtained without the appearance of side-actions. The bowel movements 
became regular in 76 per cent of the patients. The benefit persisted for several weeks after 
Veracolate had been discontinued. This preparation had an effect superior to that of the 
customary laxatives used by these patients. Veracolate is concluded to be a valuable adjunct 
in the management of atonic constipation in elderly patients. 


INJECTION OF ALCOHOL TO CONTROL PAIN IN ADVANCED CARCINOMA (Title sup- 
plied). 

Derrick, W. Médico 7: 3, 128, 1957; through Ciba Literature Review 2: 319, 
1957. 


To control pain in patients with cancer in an advanced stage, it is recommended that 
absolute alcohol be injected into the arachnoidal space of the spinal cord. Complete free- 
dom from pain was achieved in 95 per cent of 80 patients thus treated. The pain gradually 
subsides in five to ten minutes after the injection, and the effect of a single treatment lasts 
for three to six months. The patient should remain quiet for about forty-five minutes and 
the injection should be given only after the nerves conducting the pain have been exactly 
located. The injection can be repeated if necessary. By using this relatively simple method, 
surgical intervention (lobotomy) can be avoided and the dosage of narcotics considerably 
reduced. The patients are no longer forced to remain in bed because of pain. 


AN IMPROVED METHOD OF ADRENAL DENERVATION FOR THE TREATMENT OF ES 
SENTIAL HYPERTENSION: RESULTS IN TWENTY PATIENTS FOLLOWED TWO T0 
SIX YEARS. 

Eger, S. A. Am. Surgeon 23: 948 (Oct.) 1957. 

The latest technic for bilateral adrenal denervation is described in detail. The success of 
this method in the treatment of hypertension depends upon: 1) the selection of 
560 
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hypertensive patients in whom the neurogenic element is predominant as determined by a 
fall to normal or near normal during a sleep test with sodium amytal (the age of the patient 
and the duration of the hypertension are not governing factors), 2) careful evaluation of 
the patient’s cardiovascular-renal status, 3) making certain that all nerves to each adrenal 
gland are severed by painstaking systematic dissection under direct vision, in order to avoid 
injury to blood vessels, and 4) the placement of Oxycel cotton (oxidized cellulose) around 
the adrenal gland postoperatively to prevent the severed nerves from regenerating into 
the adrenal. Denervation of the second adrenal gland is not undertaken until at least a 
month has elapsed. The patient is then protected by the administration of 50 to 100 mg. of 
cortisone twice daily, commencing the night before operation and continued for three or 
four days postoperatively. This method of denervation of the adrenal glands lessens the 
neurogenic element in hypertension and the symptoms of the disease without causing un- 
desirable side-effects. Twenty patients with essential hypertension who underwent bilateral 
adrenal denervation were followed for two to six years. Their average age was 47 years 
(range 23 to 65 years). Postoperatively, the blood pressure decreased in 16 patients, but not 
in 4 others. Marked lessening of symptoms occurred in 15 patients. The fundi usually showed 
improvement and did not grow worse in any instance. Adrenal insufficiency requiring the 
prolonged administration of 25 mg. of cortisone daily occurred in 2 patients postoperatively. 
Other transient complications in the numbers of patients stated were as follows: atelectasis, 
2; ileus, 2; and tachycardia, 3. Six patients of the series died—1 within twenty-four hours 
of congestive heart failure, 1 within two weeks because of a myocardial infarct, and the re- 
mainder at longer intervals due to uremia or strokes. 


LABORATORY AND CLINICAL OBSERVATIONS ON THREE SIMILAR DIURETIC AGENTS: 
AMINOPHYLLINE, AMINOMETRADINE (MICTINE) AND AMINOISOMETRADINE 
(ROLICTON). 

Ford, R. V.; Moyer, J. H.; Handley, C. A.; Spurr, C. L., and Rochelle, J. B., 
Ill. Am. J. M. Sc. 234: 640 (Dec.) 1957. 


Aminophylline and aminoisometradine (Rolicton) given intravenously significantly 
increased the excretion of sodium and water in hydrated dogs. The diuresis in such animals 
was moderate following the intravenous administration of aminometradine (Mictine), but 
a lesser excretion of sodium occurred. In nonhydrated dogs, all 3 compounds significantly 
increased the excretion of sodium and water. In human beings, all 3 compounds caused in- 
creased excretion of sodium and chloride, and slight inhibition of ammonia and phosphate 
excretion, but no consistent. changes in potassium and bicarbonate excretion. Following 
intravenous administration, the maximum effect of aminophylline occurred within two 
hours. After oral administration, the other 2 compounds exhibited their maximum effect 
within six to twelve hours. Although aminophylline is most useful intravenously in acute 
states of cardiac decompensation, Rolicton and Mictine orally are indicated in patients 
with mild heart failure and for prolonging the period between injections of organic mercurial 
agents in patients with more severe heart failure. When potencies were compared on the 
basis of ability to augment sodium excretion at maximum tolerated doses, aminophylline 
orally proved to be 0.5 times as potent as Mercuhydrin intramuscularly. Orally, Rolicton 
was 0.5 times and Mictine 0.7 times as potent as Mercuhydrin intramuscularly. 


DIETARY FAT AND CHOLESTEROL METABOLISM. FAECAL ELIMINATION OF BILE 
ACIDS AND OTHER LIPIDS. 

Gordon, H.; Lewis, B.; Eales, L., and Brock, J. F. Lancet 2: 1299 (Dec. 28) 
1957. 


It is confirmed that the ingestion of an unsaturated fat, sunflower-seed oil, lowers the 
serum cholesterol level. This effect has been maintained for sixty days. Hydrogenated 
coconut fat, fed under similar conditions, produced a sustained rise of the serum cholesterol 
level. In men fed large amounts of hydrogenated coconut fat, the addition of an 
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equal amount of sunflower-seed oil to the diet, with a corresponding increase in calorie 
intake, led to a substantial fall in the serum cholesterol level. When sunflower-seed oil was 
heated to a degree comparable with that in ordinary domestic cooking, there was 
no material change in its action on the serum cholesterol level. The introduction of sun- 
flower-seed oil into the diet occasionally produced a transient excessive fecal excretion of 
fat. In all except 1 man, however, normal fat absorption was maintained for long periods 
with dietary loads up to 200 Gm. daily. The fall in the serum cholesterol level due to sun- 
flower-seed oil was accompanied by a slight increase of neutral sterols and a considerable 
increase of bile acids in the feces. These changes can be interpreted as indicating that sun- 
flower-seed oil promotes the catabolism and excretion of cholesterol. (From authors’ sum- 
mary.) 


COLLAGEN AND ELASTIN: THE EFFECT OF AGE ON THEIR RELATIONSHIP. 
Hall, D. A. Gerontologia 1: 347 (1957) #6. 


As further evidence in support of the hypothesis that elastic fibers can be produced by 
the degradation of collagen, studies on the enzymatic and chemical degradation of collagen 
are reported. Breakdown of collagen by incubation with phthalate buffer at pH 5 and by 
the action of the enzyme collagenase produces both soluble fractions and insoluble residues. 
In the case of phthalate treatment it can be shown that the residue is appreciably richer 
in valine than is the parent collagen, thus showing a change in the direction of elastin. 
The soluble degradation products can be divided into materials of high and low molecular 
weight and the products from the two methods of treatment differ, in that hydroxyproline 
occurs mainly in the high molecular weight component after phthalate treatment and the 
low molecular weight material after collagenase treatment. These results are taken to be 
indicative of marked heterogeneity in the collagen molecule and these findings are dis- 
cussed in relation to previous work. The author’s earlier concept of conversion of collagen 
to elastin is expanded to indicate how such a change may be effected by age. (Author's 
summary) The concept proposes that in age, although through catabolic processes there 
are appreciable quantities of hydroxyproline-deficient, high molecular weight material, 
the ground substance is not sufficient for its precipitation as elastic fibers. A decreased con- 
centration of elastase inhibitor permits enhanced elastase activity which results in the deg- 
radation of the elastin already formed. Therefore, in the aortic media under conditions 
associated with arteriosclerosis, there would be a decrease in mature elastic stain- 
ing material. 


THE EFFECT OF SERPASIL IN PULMONARY HYPERTENSION. 
Halmagyi, D.; Felkai, B.; Czipott, Z., and Kovacs, G. Brit. Heart J. 19: 375, 
1957; through Ciba Literature Review 2: 327, 1957. 


The authors investigated 15 patients submitted for assessment of their need 
for surgical treatment of heart disease. None was in a state of manifest heart failure at the 
time of observation. Following cardiac catheterization and the introduction of a cannula 
into the brachial or femoral artery, various hemodynamic values were determined before 
and after the injection of 1 mg. of Serpasil into the pulmonary artery. In cases of mitral 
stenosis (12 patients), pulmonary arterial pressure and resistance dropped by about 30 
per cent following the injection of Serpasil, and total pulmonary resistance decreased by 
23 per cent. Pulmonary capillary pressure usually remained unchanged. Systemic arterial 
pressure and resistance were virtually unaffected, and the heart rate generally remained 
the same. In 1 patient with a ventricular defect complicated by pulmonary hypertension, 
pulmonary arterial pressure and resistance was reduced by 50 per cent. Serpasil failed to 
influence the hemodynamic values in pulmonary stenosis (1 patient), and in patent ductus 
arteriosus (1 patient). As Serpasil does not begin to take effect until twenty to thirty min- 
utes after the injection, it may be assumed that the drug does not influence the blood vessels 
directly but by way of the nervous system. In addition, it appears to act electively in cases 
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in which ‘here is vasoconstriction. The patients did not complain of discomfort after the 
injection. 


ALLERGY TO CHLORPROMAZINE MANIFESTED BY JAUNDICE. 
Hollister, L. E. Am. J. Med. 23: 870 (Dec.) 1957. 


Seventeen of 900 patients treated with chlorpromazine became jaundiced. Thirteen 
patients received a daily dose of 100 to 150 mg., and 4 received 400 mg. or more. The duration 
of treatment appeared to be more important in producing jaundice than the amount of the 
drug. Jaundice appeared between one and five weeks after beginning treatment. Fever, 
vomiting, diarrhea, abdominal pain, or malaise occurred in 15 of the patients a few days 
to one week before the appearance of jaundice. Pruritus and liver tenderness or enlarge- 
ment were occasionally present. The jaundice was usually mild. In 7 patients treated with 
cortisone, prednisone, or diphenhydramine, the average duration of the jaundice 
was twenty days. These patients were more deeply jaundiced than 8 who received no treat- 
ment and in whom jaundice lasted only sixteen days. Jaundice persisted for thirty-four 
and thirty-five days, respectively, in 2 patients who received the drug without interruption. 
Eleven patients were followed with serial hepatic tests for four to twenty-five months. 
Results of the cephalin flocculation test remained positive in 2 patients, in 1 of them prob- 
ably because of hyperlipemia. Abnormal retention of bromsulphthalein persisted in 2 
patients. Toxic changes were found in the liver in 2 patients with carcinoma who died. 
As drug allergy has been proposed as the cause of jaundice due to chlorpromazine, skin 
tests were performed in 12 patients during or following an attack of jaundice, in 25 who 
had not received the drug, and in 35 patients who had received 100 mg. to 1,600 mg. daily 
for varying periods without developing jaundice. Results of all patch tests were negative. 
Equivocal reactions were obtained in 12 patients. These tests were concluded to be of no 
value. When 11 patients with jaundice due to chlorpromazine were challenged with the 
drug, 9 showed evidence of retained sensitivity for as long as seventeen months. No cross- 
sensitivity with promazine could be detected. There is no way to determine in which pa- 
tients jaundice will develop. Probably the best practice is to keep a daily temperature 
record and note untoward symptoms during the first month of treatment. Early detection 
and discontinuation of the drug may lessen the severity of the jaundice. The risk has not 
been great enough to hinder the use of chlorpromazine when it was the drug of choice. The 
principal hazards of chlorpromazine jaundice are 1) the risk of unnecessary surgery when 
it is not realized that abdominal pain, fever and obstructive jaundice are caused by admin- 
istration of the drug, and 2) the possibility of parenchymatous liver damage. The first 
can be avoided by questioning the patient about his recent medications. Avoiding the 
use of chlorpromazine in debilitated patients, closely observing the patient during the 
first month of treatment, and avoiding readministration of the drug in patients who are 
sensitive, will help to lessen the incidence of serious hepatic sequelae. 


STEROID THERAPY IN ACUTE PANCREATITIS. 
Kaplan, M.H. Am. J. Digest. Dis. 2: 696 (Dec.) 1957. 


Cortisone has proved life-saving in the so-called malignant type of acute pancreatitis, 
in both surgical and nonsurgical management. These patients otherwise have little chance 
of survival. The cases of 25 patients reported in the literature and including 9 reported 
by Kaplan are cited. Dramatic recovery occurred in these patients with extremely serious 
disease when they received cortisone. The steroid is known to have failed to benefit 3 
patients who died. Hyperlipemia in 2 obese patients may have contributed to failure 
in these instances. In the third patient, treatment with cortisone was not begun 
until after the patient had been ill for several weeks and attempts to control the electrolyte 
balance had failed. Theories as to the rationale for the use of cortisone are presented. A 
more careful estimation of the proper dosage remains to be accomplished, as does its evalua- 
tion in the severe forms of benign acute pancreatitis. The use of cortisone provides non- 
specific support against the trauma of surgery when the surgeon wishes to explore the 
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abdomen in cases in which the diagnosis appears to be pancreatitis but in which he cannot 
be certain because of limitations in diagnosis. 


ESPERIENZE CLINICHE SU PERSONE ANZIANE CON UN NUOVO ANTITOSSE (CLINICAL 
EXPERIENCE IN AGED PERSONS WITH A NEW ANTITUSSIVE AGENT). 

Kauchtschischwili, G. M. Gazz. med. ital. 116: No. 3, 1957; through Ciba 
Literature Review 2: 316, 1957. 


Tessalon was used to control cough in 81 patients, most of them 65 to 85 years of age, 
who were suffering from various conditions involving acute or chronic inflammation of the 
bronchial tree. The best response was achieved with intravenous injection (preferably 3 
ampuls at once), which was used in 12 patients and proved both effective and well tolerated 
in all of them. The effect commenced in ten to twenty minutes and persisted six to nine 
hours. Tessalon suppositories were used in 9 patients. They had a good effect and were 
tolerated without discomfort by 6 patients. Most of these patients were elderly. The perles, 
which were administered to 32 patients, produced good cough sedation in 29 instances. The 
optimum dosage was 2 perles three or four times daily, but in some cases as many as 10 
perles were ingested in twenty-four hours without untoward reactions. The drug lost none 
of its effectiveness even when treatment lasted as long as 120 days. No signs of habituation 
appeared. Similarly favorable results were achieved with Tessalon syrup in 28 patients. 
This form of the drug was less well tolerated, as signs of anesthesia in the pharyngeal cavity 
were encountered in about one-fourth of the patients. This effect, however, could largely 
be avoided by diluting the syrup. The best results were achieved with a dosage of 2 to3 
tablespoonfuls of Tessalon distributed over the day. The only contraindication appears to 
be severe emphysema. (Tessalon is the (nona-ethyleneglycol methyl ether) ester of p-n- 
butylaminobenzoic acid.) 


THE SURGICAL MANAGEMENT OF ULCERATIVE COLITIS. 
Nemir, Paul, Jr. Connecticut State M. J. 21: 1041 (Dec.) 1957. 


Operative procedures for the surgical treatment of ulcerative colitis have become uni- 
form regardless of whether they are carried out as emergency measures or electively. They 
consist of partial colectomy with ileostomy performed initially and followed in approx- 
imately three months by abdominoperineal resection of the rectum. The ileostomy stoma 
is formed first, and then the colon removed to the sigmoid. The sigmoid is brought out at 
the lower end of the incision and a plastic bag immediately placed on the opening. As the 
distal ileum may be involved, a segment of it is removed at operation and examined in 
frozen section. A larger segment is removed when it is found to be involved. When the 
ileostomy commences to function at about the third postoperative day, fluid balances are 
watched carefully because of losses through drainage from the ileostomy. The rectum and 
remaining sigmoid are removed in three to six months unless difficulty from the retained 
segment causes this operation to be performed earlier. Intestinal obstruction occurs post- 
operatively in approximately 40 per cent of patients following ileostomy. It usually can 
be relieved by long tube decompression, but re-operation is necessary in approximately 
10 per cent of patients with this complication. Prolapse, retraction, or fistula formation 
around the ileal stoma occurs in 10 to 15 per cent of patients. These usually can be corrected 
and do not obviate the good results obtained with ileostomy and colectomy. Patients with 
chronic idiopathic ulcerative colitis intractable to medical management form the largest 
group requiring surgery. Preoperatively, the correction of blood volume deficits, mainte- 
nance of electrolyte equilibrium, and the replacement of protein losses must be accom- 
plished. Patients with acute fulminating ulcerative colitis intractable to conservative 
management and in whom abdominal distention appears to be increasing are candidates 
for surgery. Extreme distention of the colon is characteristic. The operative procedure Is 
the same. Exsanguinating hemorrhage as a complication of ulcerative colitis necessitates 
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immediate surgical intervention. Perforation of the colon is most likely to occur in acute 
fulminating ulcerative colitis. The reported incidence is approximately 8 per cent. Perfora- 
tion may occur concomitantly with the use of cortisone. A diagnosis of perforation is likely 
when there is a pronounced increase in abdominal tenderness or when roentgenograms 
show the presence of greatly distended loops. In the segmental stricture and narrowing that 
occur in ulcerative colitis, the pathologic process is essentially nonreversible, so that 
surgery is required to relieve the obstruction. Malignant degeneration is also an indication 
for surgery. The incidence of malignancy in ulcerative colitis is much higher than in the 
normal population. Carcinoma of the colon occurring in ulcerative colitis is extremely 
malignant and runs a rapid course. The lesions are infiltrating and scirrhous, with poorly 
defined boundaries, located in areas of smooth fibrous tissue and presenting a burned-out 
appearance. When the intractability of the disease has been established, complete colec- 
tomy should reduce the incidence of malignant carcinoma. 


SERUM CHOLESTEROL LEVELS IN THE AGED. 
Ofner, F. M. J. Australia 2: 856 (Dee. 14) 1957. 


The serum cholesterol levels of 50 male patients with cerebrovascular accidents were 
compared with those in 50 healthy men of advanced age. Although in 82 per cent of the 
men with a cerebrovascular accident, the serum cholesterol value exceeded 200 mg. per 100 
ml., no relation could be established between the increased cholesterol concentration and 
the course of the accident. In 80 per cent of the healthy elderly men, the serum cholesterol 
level was below 200 mg. per 100 ml. None of the healthy men with concentrations above 200 
mg. had hypertension. Thymol turbidity, zine turbidity, and thymol flocculation tests 
furnished no evidence of altered serum protein patterns in either group. However, in 79 
of the 100 persons in the two groups there was a positive reaction to the cephalin cholesterol 
flocculation test, the results being 2 plus in more than half of the instances. Advanced age 
in both groups is offered as a possible explanation for this finding. 


THE DUMPING SYNDROME AND ITS SURGICAL TREATMENT. 
Poth, E. J. Am. Surgeon 23: 1097 (Dec.) 1957. 


The phenomenon of dumping occurs in approximately 50 per cent of patients following 
gastric surgery. Usually this phenomenon can be controlled by the use of the proper diet 
and medical management, both of which are outlined. Since some patients cannot tolerate 
the diet and others do not respond to this regimen, a surgical approach becomes desirable. 
Based upon the concept that dumping is due to the abrupt introduction of large quantities 
of food into the small bowel, a surgical procedure has been devised to construct a reservoir 
or pouch which would permit the ingestion of a large quantity of food, but would empty 
slowly. A technic is described for the construction of a pouch from jejunum alone, or from 
jejunum and stomach in the case of partial gastrectomy, using a segment of bowel with 
reversed peristalsis at the outlet. Diagrams present 4 modifications of the technic for use 
following partial and total gastrectomy. Also illustrated is a surgical maneuver by which 
a Hofmeister gastric resection can be converted into a pouch of increased size with the 
introduction of a reversed peristaltic outlet. Pouches have been created in only a small 
number of patients and have been observed for only a year. No dumping has occurred even 
after the administration of large quantities of carbohydrates in an effort to precipitate 
dumping. Emptying has occurred slowly. The patients have been able to eat and to main- 
tain their weight or to gain weight. The emptying time of the pouch has remained at three 
to six hours during the entire time of observation. The antiperistaltic segment of jejunum 
at the outlet has not become dilated or functionless but has shown a tendency to hyper- 
trophy. This procedure appears to be worthy of further trial. The construction of a substi- 
tute gastric reservoir assumes importance as the use of partial gastrectomy for carcinoma 
of the prepyloric portion of the stomach and of total gastrectomy for carcinoma of the 
body of the stomach increases. 
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NEWER DIAGNOSTIC METHODS IN THYROID DISEASE. 
Reals, W. J., and Fitzgerald, E. J. Am. Surgeon 23: 1132 (Dec.) 1957. 


The radioiodine determination (I'*! uptake) measures the ability of the thyroid gland 
to store iodine. The serum protein-bound iodine (PBI) test determines the amount of 
circulating thyroxine as measured by the blood iodine level, and this furnishes an indieg- 
tion of the ability of the giand to form this hormone. A frequent source of error is the admin- 
istration of iodine before performing these tests. Therefore, all sources of iodine must be 
excluded for several weeks prior to testing. False values may persist for as long as three 
months following radiography with an iodine-containing contrast medium. The technical 
difficulties with the PBI determination are not too great for its routine use. With careful 
technic, a high degree of efficiency and accuracy can be attained. This determination has 
advantages in certain patients. A blood sample can be taken without moving the patient, 
A sample can be sent to a laboratory. The test is not contraindicated in children and preg- 
nant women. A PBI determination in a patient with congestive heart failure and rapid 
pulse who fails to respond may show the presence of thyrotoxicosis. Neither fasting nor 
rest is required prior to taking the sample. The determination is not influenced by condi- 
tions which alter the basal metabolic rate, such as leukemia, hypertension, malignancy, 
parkinsonism, and mental disturbances, Neither is it lowered falsely by nonthyroid con- 
ditions which lower the BMR, such as Addison’s disease, Simmonds’ disease, and anorexia 
nervosa. The PBI and I" determinations yield the best results if used together, as they 
parallel one another. The results of these tests in 45 patients with suspected thyroid disease 
are presented. They complemented each other in substantiating a normal thyroid status in 
38 of the patients who had the signs and symptoms of obscure thyroid disease. Of 4 hyper- 
thyroid patients in the series, 3 had serum PBI levels above 8 gamma per 100 ml., a high 
thyroidal I'** uptake, and low urinary radioiodine excretion. In 1 case there was a high- 
normal PBI level, but isotope studies and clinical evaluation showed that the patient had 
hyperthyroidism. Three hypothyroid patients had PBI levels below 4 gamma per 100 ml.,a 
low thyroidal I'*' uptake, and a high urinary excretion of radioiodine. These tests are 
coming into wider use and prove definitive in diagnosis when it cannot be established by 
clinical evaluation alone. 


PERIPHERAL ARTERIAL INSUFFICIENCY: EVALUATION AS THE BASIS OF THERAPY. 
Reedy, W. J. Nebraska State M. J. 42: 527 (Nov.) 1957. 


Arteriosclerosis, the most common manifestation of occlusive arterial disease, may 
involve selected sites or be seen as a diffuse process throughout the vascular system. There- 
fore, treatment of arterial insufficiency must be preceded by an evaluation of the degree 
of insufficiency and of the kind of occlusion as well as an evaluation of the vascular channels 
of the entire body. Localization of the obstruction affords a reasonable basis for considering 
surgery. A patient with segmental occlusion will have had intermittent claudication for 
a longer time than the patient with diffuse arterial changes. In the diffuse type, the signs of 
ischemia such as dependent rubor, delayed color return, and delayed filling time are more 
pronounced. Intermittent claudication, high absent pulses without trophic changes, and 
the absence of marked evidence of ischemia indicate segmental stenosis or thrombosis. 
In the diffuse type, without impending gangrene and with the presence of high peripheral 
pulses, the chance for improvement in skin ulcers and often improvement in claudication 
distance is excellent on a conservative or medical regimen. This is because the collateral 
circulation takes over and maintains adequate circulation to the skin. This occurs in many 
elderly persons who fare well unless the skin of the feet is injured. It is common to find 
peripheral arterial insufficiency in elderly persons not culminating in gangrene or amputa- 
tion. No direct treatment other than the encouragement of walking is required in such 
patients. However, should a break occur in the skin, ulceration or gangrene may develop 
and lumbar sympathectomy may become necessary in order rapidly to increase the flow 
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of blood to the skin so that healing of the ulcer can take place. The most effective method 
to induce healing is to keep the ulcer area free from infection, use reflex heat by applying 
heat to the abdomen, and to use vasodilators to decrease excessive vasoconstrictor tone 


d which accompanies diffuse arteriosclerosis. When intermittent claudication grows worse 
f and the patient has marked signs of peripheral ischemia, it is likely that the main artery is 
- completely obstructed. Sometimes sympathectomy is used to increase the blood flow to 
\- the skin. More frequently, repeated lumbar sympathetic blocks are used and followed by 
e anticoagulant therapy. It can be determined within a relatively short time whether either 
e will succeed or amputation become necessary. A localized obstruction due to a segmental 
i thrombus or to a stenosis allows a more direct surgical approach. In order to select the 
i patients for this procedure, angiography is employed to evaluate the distal and proximal 
S status of the lumen of the artery involved. Failure to visualize the distal termination of 
. the occluding process contraindicates surgery. A patient with high claudication in the hip 
3 or thigh, with bilateral absence of femoral pulsations, and with good nutrition of the skin 
d has Lerische’s syndrome. If there is good refilling of the main artery distal to the thrombus, 
1 and if the aortic thrombus has not extended proximally to involve the renal arteries, direct 
i- surgical repair may be undertaken. 
nh- LA DESACETILMETILCOLCHICINA PER AEROSOL NELLA TERAPIA DELLE LOCALIZ- 
ia ZAZIONI MEDIASTINO-POLMONARI DELLA MALATTIA DI HODGKIN (DESACETYL- 
y METHYLCOLCHICINE BY AEROSOL IN THE THERAPY OF HODGKIN’S DISEASE WITH 
MEDIASTINAL-PULMONARY LOCALIZATION). 
r- Romauldi, G. Giorn. clin. med. 38: 542, 1957; through Ciba Literature Review 
th 2: 311, 1957. 
. The poor general condition of 7 patients with Hodgkin’s disease localized predominantly 
Z or exclusively in the mediastinum or lung made it impossible to employ radiation therapy 
- or treatment with cystostatic agents in the usual dosage. Therefore, the patients were 
i given a Colcemid aerosol through an oral tube every day, or every other day, 0.5 to 1 mg. 
(0.05 to 1 ec.) being administered in about ten minutes. The particle size varied between 
0.5 and 1.3 microns. The response became noticeable after two or three weeks. Two patients 
| also were given the drug parenterally. The duration of treatment depended upon the clin- 
t. ical and radiographic findings. With this method of administration, it was possible, even 
with small amounts of Colcemid, to obtain results which otherwise would have required 
ry doses six to eight times larger. The response was good in 5 of the 7 patients and was main- 
ts tained after discontinuation of treatment in 3 patients. That the axillary lymph glands 
oi and the spleen were also appreciably reduced in size by the end of treatment indicates the 
sls extrapulmonary efficacy of the Colcemid aerosol. The drug was usually well tolerated. 
- Stomatoglossitis sometimes occurred, but only once did treatment have to be temporarily 
or discontinued because of it. No tendency toward leukopenia became apparent. 
¢ CHRONIC RELAPSING PANCREATITIS. RESULTS OF SURGICAL TREATMENT. 
nd Shingleton, W. W. Am. J. Digest. Dis. 2: 703 (Dec.) 1957. 
iS. In the surgical treatment of chronic relapsing pancreatitis in patients with and without 
ral associated biliary-tract disease, the best results were obtained in the former group in whom 
on the biliary-tract disease was corrected. In follow-up periods of two to nine years, 15 of 21 
ral patients with pancreatitis and associated biliary-tract disease fared well, 2 died from 
ny progression of their pancreatic disease, and 4 could not be followed. Among 18 patients 
ind with pancreatitis, the following operations were performed: cholecystenterostomy, 5; 
ta- celiac ganglionectomy, 3; total pancreatectomy, 2; drainage of the pancreas, 2; vagotomy 
ich and gastroenterostomy, 1; partial gastrectomy, 1; sphincterotomy, 2; and common-duct 
- drainage, 2. Half of the patients maintained their improvement postoperatively through 
ow 


follow-up periods of six months to ten years. Vagotomy and gastroenterostomy was not 
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successful in 1 patient, in that he was not improved, and common-duct drainage failed to 
improve 1 other. Two patients died of progression of their disease and 2 from unknown 
causes. Three could not be followed. Available evidence shows that patients with chronic 
pancreatitis and biliary-tract disease usually benefit by correction of the latter, which 
most frequently is chronic cholelithiasis. Other operations for the treatment of relapse 
following biliary-tract surgery and for pancreatitis alone, include procedures designed to 
decrease pancreatic secretion, operations on the pancreas itself, and those on autonomic 
nerves to relieve pain. Reported experience is discussed. Removal of the gallbladder and 
drainage of the common bile duct, or both, are of little value in preventing further attacks 
of pancreatitis if no biliary-tract disease is present. Vagotomy with gastroenterostomy 
and partial gastrectomy to decrease pancreatic secretion have been employed infrequently 
with variable results and no long-term follow-up. Total pancreatectomy probably is not 
warranted except in extreme cases when less radical procedures have failed, but some good 
results have been obtained with partial pancreatectomy. Caudal pancreaticojejunostomy 
has been performed for an obstruction in the head of the pancreas demonstrated by a 
pancreaticogram, but the results of this procedure must still be evaluated. Among the 
operations on the autonomic nerves to relieve pain, splanchnicectomy alone and combined 
with vagotomy and celiac ganglionectomy have been advised. Early results from these 
procedures appear to be good, but there has been no long-term follow-up and the benefit 
sometimes has been temporary. 


MODIFICATION OF BARBITURATE SLEEP TREATMENT BY THE USE OF BEMEGRIDE, 
Trautner, E. M.; Murray, T. W., and Noack, C. H.. Brit. M. J. 2: 1514 (Dee. 
28) 1957. 


The effect of the addition of bemegride to barbiturates was investigated with respect 
to the depth and duration of the narcosis and to the side-effects and after-effects produced. 
For the trials on volunteers and on patients, 12 to 23 per cent bemegride was given with 
the barbiturate. This mixture, administered in tablets containing 250 mg. of barbiturate 
in each, was fully satisfactory for all purposes or observations required. Up to a barbiturate 
intake of 750 mg., no effect on onset, depth or duration of the sleep was observed. The 
mixture acted exactly as the same amount of the barbiturate alone. With a barbiturate 
intake between 1.0 and 1.5 Gm., the duration and depth of the sleep were greatly reduced 
as compared with the effect of the same amount of barbiturate without bemegride. After 
wakening there was little hangover or drowsiness, although there was distinct sedation 
for a period increasing with the dose and lasting from one to three days. With a barbiturate 
intake between 1.5 and 3.0 Gm., the subjects either slept for a few hours only or were merely 
somnolent for four to five hours. No instances of barbiturate poisoning, psychosis, or other 
undesirable after-effects were observed in a total of 58 subjects tested with the bemegride- 
barbiturate mixture. Even during prolonged administration of a large dose of barbiturate 
given twice a week, the subjects were merely sedated. Overactive psychiatric patients 
showed some evidence of improvement in behavior. The observations are taken as indicating 
that 10 to 20 per cent bemegride with barbiturate reduces or even prevents the development 
of coma or of prolonged sleep. The observations are tentatively presented for consideration 
in the treatment of patients in whom sleep therapy or prolonged sedation is desired but 
can be maintained only by the use of large doses of barbiturates which, if given alone, 
involve the risk of barbiturate poisoning or other serious complications. (Note: Bemegride 
has the trade name Megimide.) (From authors’ summary.) 


THE AGEING OF CONNECTIVE TISSUE. REVIEW. 
Verzar, F. Gerontologia 1: 363 (1957) *6. 


Collagen is a macromolecule in which aminoacid chains are wound into multiple helices. 
They are stabilized by a mucoprotein which surrounds the former in helical fashion. Ionic 
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and hydrvgen cross-linkages connect the single chains. Through stabilization by muco- 
protein, the collagen fiber becomes non-elastic and is therefore the architectural factor of 
tissues. Continuous denaturation through the breakdown of the cross-linkages leads to 
aging of the fiber, which is accelerated if mucoprotein production in the ground substance 
is retarded. Every factor which inhibits the function of connective-tissue cells inhibits 
the production of ground substance and in this way increases the aging of collagen fibers. 
Thus, 3 factors are involved in the aging of connective tissue: 1) the continuous aging of 
the collagen fibers by thermic processes leads to a breakdown of mucoprotein from the 
collagen macromolecule. Possibly, physical changes such as mechanical stresses and varia- 
tions in temperature and hydrogen ion concentration, or the presence of certain chemical 
substances like vitamins and hormones, may influence this process. 2) The production of 
ground substance by the cells of connective tissue decreases with age. This may be influ- 
enced by exogenous factors like radiation or corticosteroids. 3) The aging of the elas- 
toidin-like part of the collagen fiber leads to rigidity, which is explained by an increase 
of cross-linkages. Theoretically, this may be caused by substances which behave as those 
in the tanning process. Inasmuch as deleterious influences can in different ways increase 
the velocity of the aging of connective tissue, it is to be hoped that some day it will 
also be possible to decrease the velocity of these phenomena of aging. (From author’s 
summary.) 


THE PATHOGENESIS, PREVENTION AND MEDICAL MANAGEMENT OF PERIPHERAL 
ARTERIAL THROMBOSIS. 
Wright, I.S. Am. J. Med. 23: 704 (Nov.) 1957. 


Factors to be considered in thinking of the pathogenesis of thromboses are that 1) 
blood consists of a constantly varying mixture of many components, some as yet not iden- 
tified, which may become involved in thrombus formation; 2) in disease states, throm- 
boembolic phenomena do not develop in orderly fashion; chemical, physical, physiologic, 
and pathologic changes may take place simultaneously; and 3) the clotting tissues in 
the area are undergoing changes as a result of trauma, infection or cancer. The changes 
upon which thrombus formation usually depend are discussed: 1) changes in the wall of 
the artery which roughen the intima or narrow the lumen, 2) changes in physical and 
chemical constituents which lead to the deposition or concentration of fibrin in local 
areas, and 3) adhesion of ceilular and other particles to the wall, resulting in narrowing or 
blocking of the lumen. The means to prevent atherosclerosis in man have yet to be estab- 
lished. Among preventive measures, which have been shown to decrease the risk of throm- 
boses, are early activity and ambulation following an operation. Another is compressing 
the legs with rubber web bandages or stockings. A third is the use of an oscillating bed to 
promote the flow of blood. The prophylactic use of anticoagulant agents during postopera- 
tive and postpartum periods markedly reduces the risk of thromboembolism. Patients 
who are to undergo mitral commissurotomy are prepared by Wright with anticoagulants, 
so that the prothrombin time is lowered to less than 20 seconds for the procedure and to 
about 25 seconds postoperatively. In other surgical procedures, prophylactic anticoagulant 
therapy, beginning the second day, should be considered when no contraindications exist. 
When a patient has shown thrombotic tendencies, prophylaxis may have to be prolonged, 
but administration for seven to fourteen days is usually sufficient. It is impossible to predict 
which patients are likely to have thrombosis, but those who have had 2 or more thrombotic 
episodes are more susceptible to similar occurrences. Members of some families show en- 
hanced susceptibility to thrombosis. The prophylaxis of thromboembolism in patients 
with polycythemia vera has been reduced by long-term anticoagulant therapy. The devel- 
opment of a thrombus in a patient receiving an anticoagulant should raise a suspicion of 
the presence of malignancy. A lesion in the pancreas or liver is most likely. In atherosclero- 
sis also, the use of anticoagulants will reduce the risk of thromboembolism. In many arterial 
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occlusions a clot forms the ultimate obstruction, and this can frequently be prevented or 
delayed. Thromboses associated with thromboangiitis obliterans can be prevented by 
eliminating the use of tobacco. Conclusions as to treatment of occlusion of a peripheral 
artery are based upon clinical experience in several thousand patients. In the case of an 
acute occlusion, a prompt decision must be reached with regard to surgery. Embolectomy 
from the aorta, iliac, femoral, or subclavian-axillary arteries may succeed if performed 
within the first four to six hours. Thrombectomy may be achieved successfully if 
the diseased intima is reamed out and the operative procedure followed by the use of heparin 
and oral anticoagulants. Slowly progressing obliteration is less amenable to surgery, if 
many segments of an artery are involved. When a single area is involved, a homograft or 
synthetic prosthesis may be successfully inserted. Sympathectomy may prove valuable 
when the occlusion involves small peripheral vessels but not in improving the circulation 
to deep tissue. A limb deprived of most of its blood flow by an arterial occlusion should be 
kept at rest and at a level 6 inches below the heart level, in order to encourage easy flow 
into it. Other measures for use in arterial occlusion of a limb include exercise, weight- 
bearing, and graduated walking exercises. Vasoconstriction should be avoided and vaso- 
dilation encouraged. Vasoconstriction is commonly caused by pain, fright, anxiety, nervous 
tension, the use of tobacco, cold, and the use of drugs such as epinephrine, ephedrine and 
ergot (which should be avoided). Vasodilation is encouraged by a warm environment, 
reflex heat applied to the abdomen or lumbar area, and the injection of typhoid vaccine. 
Sympathetic blockade, although primarily valuable for superficial blockade, affects only 
the limb involved rather than causing generalized vasodilation. Generalized vasodilators 
have the disadvantage of increasing the minute vessel bed in many normal areas which 
dilate easily and thus may rob the affected area of blood. The injection of papaverine, 
Priscoline, or histamine directly into the major artery of an affected limb provides maxi- 
mum concentration to the limb first. However, repetition of such injections can prove 
painful and carry an increased risk of local thrombosis. The treatment outlined is applicable 
to chronic atherosclerosis with many thrombosing areas. In the absence of gangrene, the 
patient should walk to the point of claudication pain several times a day. Debridement 
and meticulous daily care of ulcers and gangrenous areas will provide drainage and time 
for activation of collateral vessels, and avoid amputation in many instances. Hands or 
feet with these lesions should be soaked in saline at 35° to 38° for half an hour twice daily, 
and crusts and eschars removed. Strong antiseptics should be avoided, but mild antibiotic 
ointment applied for a few hours after each soaking may be helpful. In acute thrombo- 
embolism of an artery, the principles outlined will reduce loss of local tissue, limbs, and 
lives. In chronic, slowly progressing disease, and in acute occurrences once the early phase 
is passed, the long-range prognosis frequently is good. 
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NEWS AND NOTICES 


THE DOCTOR AND HIS PRACTICE. PHYSICIANS SUBMIT 
TO MASS CHECK-UP ON THEIR SOCIAL, ECONOMIC 
“HEALTH” 


One thousand American physicians gathered in Washington, D. C. recently 
for a mass check-up on their functioning as citizens, scientists, taxpayers and 
providers. 

In a unique all-day meeting on the social and economic problems now facing 
medicine, the doctors submitted to an examination of their changing responsi- 
bilities by ten noted experts. 

They were given prescriptions for improving their human relationships and 
business management; for protecting themselves against professional liability 
suits; for planning their tax programs; for selecting their investments, insur- 
ance and planning their estates. 

The forum, entitled ‘“The Doctor and his Practice’’, was co-sponsored by The 
Medical Council of the Washington Metropolitan Area and The Wm. 8S. Merrell 
Company, Cincinnati, O., ethical pharmaceutical manufacturer. Physicians 
were present from the District of Columbia, Maryland, Virginia, West Virginia, 
Delaware, Lower Pennsylvania and Upper North Carolina. 

Here are highlights of the experts’ diagnosis: 


Human Relationships 


What is the doctor’s major concern? According to Dr. Ernest Dichter, New York motiva™ 
tion researcher, it is a problem the physician shares equally with the patient—‘‘they often 
do not understand each other.’’ Dr. Dichter offered this advice to the physicians: 

1. Relax and iearn to accept your material aspirations as well as your ideals. 

2. Recognize the patient’s right to information about his diagnosis and treatment. 

3. Establish a continuous relationship with the patient by reminding him of the need 
for regular examinations to safeguard his good health. 

4. Meet the fee question honestly. 

5. Recognize and live up to your role as a community leader and public figure. 


These steps, Dr. Dichter said, ‘“‘will produce more mature doctors and more mature 
patients.”’ 


World Leadership 


The doctor is in a special position to contribute to world peace, Dr. Howard A. Rusk 
told the audience in a luncheon address. ‘‘“Medicine knows no barriers of geography, na- 
tionalism, language or religion.” 

Dr. Rusk, chairman of the Department of Physical Medicine and Rehabilitation, New 
York-University-Bellevue Medical Center and associate editor of The New York Times, 
called “the battle for the control of inner space—the inner space in the minds and hearts 
of mankind throughout the world—far more important than the mastery of outer space. 
Through international medical cooperation, we can win the battle with a full-scale program 
of seience for peace. 

“We in medicine have an unbelievable challenge and an unbelievable opportunity to 
provide the leadership in this supreme effort to overcome world-wide disease and suffering.” 
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In a clinical aside, Dr. Rusk noted that physicians like many of their patients are jp. 
creasingly exposed to stress which may be stretched into strain—and physical breakdown. 

‘“‘Man sets his goals to the stress point,’’ Dr. Rusk reminded the doctors. “If he does 
not use his full potentials, he vegetates—if he goes from stress to strain, he breaks. But if 
he is able either by himself or with proper guidance to find the perfect blend or end point 
of his personal stress, his life is a fully satisfactory and rewarding one.”’ 


Law-suits Against Doctors 


The increasing number of medical professional liability claims ‘“‘may result in a serious 
deterioration in the quality of medical care now offered by American physicians,” the 
director of the Law Department of the American Medical Association, C. Joseph Stetler, 
told the meeting. 

A two-year A.M.A. study, Mr. Stetler added, “‘substantiates that the vast majority 
of all medical professional liability claims and suits are not justly founded. In some local- 
ities the likelihood of being sued is becoming so great that the practising physician must 
recognize that it constitutes a definite occupational hazard. If this situation were evidence 
that the medical profession is becoming increasingly inefficient, then the solution would 
of course be obvious. But the blunt truth is that the majority of all professional liability 
claims and suits filed involve physicians who are above the average of their respective 
groups in skill, experience and professional standing. 

‘Fourteen percent of all A.M.A. physician members in the U. 8. have had a medical 
professional liability claim or suit brought against them,’’ Mr. Stetler reported. ‘The high- 
est percentage is in California with 1 out of 4 and the lowest is in South Carolina with 
less than 1 out of every 33. 

‘Approximately 18,500 living physicians in the United States have had a claim or suit 
brought against them at some time... .’’ However, ‘‘40% of these claims and suits have 
been dropped or decided in favor of the physician.” 

“If the present trend continues, ‘“‘Mr. Stetler warned, ‘‘and if a physician must become 
increasingly apprehensive of legal suits, his own aggressive instinct will inevitably, in 
some measure, overcome his humanitarian and professional motivations. Such a doctor will 
be inclined to give too much time to protecting himself and less to the care of his patient. 
He may hesitate to assume responsibility in a case where the prognosis is poor. He will 
have a tendency to omit the highly successful, but slightly dangerous, medical procedures. 
Whether medically indicated or not he will exhaust every possible, established laboratory 
aid in every case; he will, on the slightest indication, bring consultants into the case; he 
will prefer to keep the patient a longer time in the hospital than is necessary. By these 
means, although the cost to the patient is increased, the hazard to the attending physician 
will be reduced.”’ 

Nearly all professional liability claims are theoretically preventable, Mr. Stetler said. 
Once the public can be made to realize its partnership with the physician in the treatment 
process—and that the doctor cannot guarantee a result—the medical profession should 
be able to move confidently ahead in its efforts to reduce liability claims, he asserted. 


Investments by Physicians 


The doctor, in common with his neighbors, is “living through a steady and so far unin- 
terrupted trend toward lower value for our dollar,” a Chicago investment consultant, Carl 
Holzheimer, advised the audience. Mr. Holzheimer, a principal partner in Security Super- 
visors, urged the doctors to set their investment program “for a long continuing infla- 
tionary trend.” 

The physicians should divide their investments between savings accounts, insurance, 
bonds and stocks, with emphasis on the latter, Mr. Holzheimer said. Aside from necessary 
cash requirements and a basic savings program, physicians should avoid ‘adding depre- 
ciating dollars to a pile that buys less and less,’’ he continued. Investments in sound com- 
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mon stocks offer the physician an opportunity to participate with American business in 
the “inevitable sweep of the world economy.” 

Acknowledging the current business decline, Mr. Holzheimer observed that the American 
people will not tolerate a repetition of “the 1929 pattern’’ and that government pump- 
priming’? may well affect 1958 more favorably than we now think possible.” 

Mr. Holzheimer added this word of caution for any physician planning to invest his 
funds: 

Common stocks ‘‘require a diagnosis quite as thorough and quite as elaborate as one 
through which you put a clinical patient.”’ If the investment funds are substantial, “a 
professional investment counsel”’ is the man to see. With lesser sums, a reasonable invest- 
ment compromise can be made through the purchase of “‘sizable, well-established, well- 
rounded, investment trusts.” 


Other speakers at the all-day forum were: R. Crawford Morris, practicing 
attorney and medico-legal authority, Cleveland, Ohio; Bernard D. Hirsh, tax 
accountant, American Medical Association, Chicago, Ill.; Robert B. Murphy, 
legal counsel, State Medical Society of Wisconsin; George W. Condit, medical 
management consultant, New York City; James A. Eubanks, superintendent of 
agencies, Metropolitan Life Insurance Company, New York City; and Amiel 
Caplan, estate planning consultant, Solomon Huber Associates, New York 
City. 

The meeting was an outgrowth of a pioneering series of educational films on 
medico-legal problems produced by the Law Department of the American Medi- 
cal Association in cooperation with The Wm. 8. Merrell Company, century-old 
Cincinnati ethical pharmaceutical company. 
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